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trols premenstrual tension by direct physiologic action. 
Working at the electrolyte level, DIAMOX gently mobilizes 


dynam C in fluid and prevents accumulation in body tissue. 


The usual pattern of tension and discomfort is simply 
1 INE P | overcome by a single DIAMOX tablet each morning for 
pr emenstr ud 6 to 10 days before menstruation. 


tens l O nN Supplied: Scored tablets of 250 mg.; syrup containing 250 mg. per 
% 5 cc. teaspoonful; and vials of 500 mg. for parenteral use. 


prevents 
symptoms: 


.cetazolamide Lederie 


© LEDERLE LABORATORIES. a Division of AMERICAN CYANAMID COMPANY. Pearl River 
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The effect of Unitensen (cry ptenamine) 
on 21,913 hypertensive patients 


Summary of the experiences of 2,082 physicians in private practice. 
A continuation of ‘‘Proof In Practice.”’ 


Safe, Dependable Office Management 
For Most Hypertensive Patients 


The “Proof In Practice’’ study validates, in 
day-to-day private practice, the effectiveness of 
Unitensen products (cryptenamine) as re- 
ported in clinical trials in hospitals and in- 
stitutions. It proves that Unitensen affords 
well tolerated, dependable office manage- 
ment for the majority of hypertensive pa- 
tients. Unitensen effectively lowers blood 
pressure . . . improves renal and cerebral 
blood flow . . . exerts no adverse effects on 
circulation . . . and is free of serious side 
effects. The results of the Study are shown 
in Table 1. 


Table 1. 


No. of 
Patients 


Results Percent 
6,822 Excellent 31.1% 
11,201 Good 51 1% 
Fair 12.8% 
Unsatisfactory 5.0% 


Side effects 3.0% 


Basic Hypertensive Therapy 

Although many of the patients in the Study 
also received diuretics and /or tranquilizers 
during the course of treatment, it was noted 
that the vasodilating effect of Unitensen 
was required to obtain optimum blood 
pressure control. Unitensen, a true hypo- 
tensive agent is potentiated by diuretics. A 
combination of the two is frequently rec- 
ommended for lower dosage of each drug, 
minimizing the side effects of either.':?:3.4 


UNITENSEN-R® 


Each tablet contains cryptenamine (tannates) 
1.0 mg., reserpine 0.1 mg. 


UNITENSEN-PHEN® 


Each tablet contains cryptenamine (tannates) 
1.0 mg., phenobarbital 15 mg. 


UNITENSEN® 


Each tablet contains cryptenamine (tannates) 
2.0 mg. 


Clinical supplies available upon request. 


Bibliography: 


1. Cohen, B. M.: “The Ambulatory Patient with Hypertension: 
An Approach to Office Management" Presented: American 
Medical A iation C tion, San Francisco, California, 
June 22-27, 1958. 


2. Freis, E. D.: South. M.J. 57:1281-1288 (Oct.) 1958. 
3. Gifford, R. (Mayo Foundation): “Combined Drug Therapy 
of Hypertension . . . Methodology of Treatment" Presented: 


Symposium on Hypertension, Hahnemann Medical College 
and Hospital, Philadelphia, Pennsylvania, December 8-12, 
1958. 


4. Finnerty, F. A., Jr. (Georgetown University): “Treatment 
of Hypertension Associated with Toxemia of Pregnancy" 
Presented: Symposium on Hypertension, Hahnemann Medi- 
cal College and Hospital, Philadelphia, Pennsylvania, Decem- 
ber 8-12, 1958. 


Irwin, Neisler & Co. Decatur, Illinois 
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CHEMICAL CORP., 100 


‘NOT JUST ANOTHER 


= 


HYDROCHLOROTHIAZIDE 


of activity 
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edema 


whenever there is need for diuresis 


hypertension 


effective by itself in some patients—always as background 
medication in any antihypertensive regimen. 


summary of clinical information — HYDRODIURIL (HYDROCHLOROTHIAZIDE) 


IN EDEMA: 


@ greater oral effectiveness than with any other class of diuretic agent 

@ diuretic effectiveness maintained even on prolonged daily administration 
w 25 mg. HYDRODIURIL orally is equivalent to 1.6 cc. meralluride |.M. 

w has been reported to be effective even in patients who did not respond 


satisfactorily to other diuretics 
@ low toxicity—extremely well tolerated 


@ often achieves the benefits of a low salt diet without the 
unpleasant restrictions 


™ 

w || 

\ 


HYDRODIURIL (HYDROCHLOROTHIAZIDE) 
@ highly-active derivative of chlorothiazide 
@ similar qualitatively to chlorothiazide but 10 to 12 times more potent 
@ loss of potassium is clinically insignificant in the great majority 
of patients on normal diets 


HYDROCHLOROTHIAZIDE 


IN HYPERTENSION: 


B provides background therapy in any antihypertensive regimen (by itself, 
HYDRODIURIL adequately controls hypertension in some patients) 


@ has been reported by some investigators to have a greater antihypertensive 
effect in some patients than does chlorothiazide at equivalent dose levels 

@ does not lower blood pressure in normotensives 

@ markedly potentiates other antihypertensive agents 


@ reduces dosage requirements for other agents, often with concomitant 
reduction in their distressing side effects 


@ smooths out blood pressure fluctuations 
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RECOMMENDED DOSAGE RANGE 


HYDROCHLOROTHIAZIDE 


IS INDICATED IN: 


1 Hypertension 


2 Congestive heart failure of all degrees of severity 


3 Premenstrual tension (edema) 

4 Edema of pregnancy 

5 Renal edema—nephrosis; nephritis 
6 Cirrhosis with ascites 

7 Drug-induced edema 


8 as adjunctive therapy in the management of obesity 
complicated by edema 


in EDEMA: one to two 50 mg. tablets HYDRODIURIL once or twice a day 


in HYPERTENSION: one or two 25 mg. tablets or one 50 mg. tablet HYORODIURIL once or twice a day. (When HYDRODIURIL is used with 
a ganglion blocking agent, it is mandatory to reduce the dose of the latter by at least 50 per cent, immediately upon adding HYDRODIURIL to 


the regimen.) 
SUPPLIED as 25 mg. and 50 mg. scored tablets, in bottles of 100 and 1000. 
PRECAUTIONS : 


It is important that dosage be adjusted as frequently as the needs of the indi- 
vidual patient demand. 


HYDRODIURIL has shown no adverse effects on renal function and is essentially 
not nephrotoxic; for this reason it may be used with excellent results even in 
patients for whom organomercurials are contraindicated because of renal damage. 
The excretion of potassium is much lower than that of sodium and chloride and, 
as is the case with DIURIL®, the loss of potassium is clinically insignificant in 
the great majority of patients on normal diets. If indicated, this potassium loss 
may be easily replaced by including potassium-rich foods in the diet (orange 
juice, bananas, etc.). 


Additional information on HYDRODIURIL is available on request. 


BIBLIOGRAPHY : 

1. Esch, A.F., Wilson, 1.M., Freis, E.D.: 3,4-Dihydrochlorothiazide: Clinical 
Evaluation of a New Saluretic Agent. Preliminary Report; M. Ann. District of 
Columbia 28:9, (Jan.) 1959. 

2. Ford, R.V.: The Clinical Pharmacology of Hydrochlorothiazide ; Southern Med. 
J. 52:40, Vian.) 1959. 

3. Fuchs, M., Bodi, T., Irie, S., and Moyer, J.H.: Preliminary Evaluation of Hydro- 
chlorothiazide (‘HYDRODIURIL’); M. Rec. & Ann. 51:872, (Dec.) 1958. 

4. Moyer, J.H., Fuchs, M., Irie, S., and Bodi, T.: Some Observations on the 
Pharmacology of Hydrochlorothiazide; Am. J. Cardiol. 3:113, (Jan.) 1959. 

*HYDRODIURIL and DIURIL are trademarks of Merck & Co., INC. 

Trademarks outside the U.S.: DICHLOTRIDE, DICLOTRIDE, HYDROSALURIC. 


MERCK SHARP & DOHME 
Division of Merck & Co., Inc., Philadelphia 1, Pa. 
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hich, Crecunly Lather 
with improved 
OWILA CAKE 


Lowila Cake now lathers like 

soap. Its new luxuriant lather is 
creamy, more abundant . . . more 
pleasing to patients. It cleans tender or 


dermatitic skin without irritation. 


Lowila Cake contains sodium lauryl 
sulfoacetate in a corn dextrin 
th 
aati base, acidified with lactic acid 
)DIURIL to 
In bar form. Write for samples. 


ide: Clinical 
n. District of 
uthern Med. 
on of Hydro- 
958. 

‘ions on the 
n.) 1959. 


ROSALURIC. 


| WESTWOOD PHARMACEUTICAM 
Buffalo 13, NEW YORK 
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IVE surgical and obstetrical patients 


respond well to 


VISTARIL 


hydroxyzine pamoate 


Outstanding safety 

establishes peaceful indifference to pre- 
operative preparation without serious 
hypotensive effects. 


Psychotherapeutic potency 
makes possible the maintenance of an 


adequate degree of narcosis with reduced 
doses of narcotics. 


relieves tension and controls emesis in 
both postoperative and postpartum 
patients. 


Recommended Oral Dose: up to 400 mg. daily in divided doses 
Recommended Parenteral Dose: 25-50 mg. (12 cc.) I.M. q.4h., p.r.n. 


Supplied as: Vistari]l Capsules—25 mg., 50 nig., 100 mg. 
Vistaril Parenteral Solution— 0 cc. vials and 2 ce. 
Steraject® Cartridges, each cc. tontaining 25 mg. 
hydroxyzine (as the HCl) 


Qi Science for the *Trademar 


PFIZER LABORATORIES Division, Chas. Pier & Co., Inc., BeotKlyn 6, New York 
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Dimetane 


Whatever: the allergic symptom, Dimetane provides unexcelled antihistaminic 
potency and minimal side effects. Dimetane works in certain cases where other 
antihistamines fail. For your next case of pruritus or urticaria prescribe Dimetane 
Extentabs® (12 mg.), Tablets (4 mg.), Elixir (2 mg./5 cc.), Dimetane-Ten Injectable 
(10mg./cc.) or Dimetane-100 Injectable (100 mg./cc.), A. H. Robins Co., (ati 
Inc., Richmond go, Virginia/Ethical Pharmaceuticals of Merit Since 1878 
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AN AMES CLINIQUICK'” 
CLINICAL BRIEFS FOR MODERN PRACTICE 


how do age and sex influence evacuation of the gallbladder? 
Children and pre-adolescents, especially boys, have a faster emptying rate than 
adults. After puberty, the gallbladder of the male is slower in emptying—elderly 


women have a faster gallbladder evacuation rate than elderly men. 


*Source: Lichtman, S. S.: Diseases of the Liver, Gallbladder and Bile Ducts, ed. 3, Philadelphia, 
Lea & Febiger, 1953, vol. 2, p. 1178. 


GALLBLADDER EVACUATION IN THE ELDERLY* 
30 minutes after meal of egg yolk 


81% 65% 


EVACUATED EVACUATED 
(FEMALE) (MALE) 


true hydrocholeresis plus reliable spasmolysis... 


DECHOLIN with Belladonna 


+ relieves the pain of smooth-muscle spasm 
e steadies the “nervous gut” 
« facilitates biliary and pancreatic drainage 


available: DECHOLIN with Belladonna Tablets: dehydrocholic acid, AMES 
3% gr. (250 mg.) and extract of belladonna % gr. (10 mg.). 
Bottles of 100 and 500. 


for free-flowing “therapeutic bile’... 


AMES 
DECHOLIN® COMPANY, INC 


Elkhart « Indiana 


(dehydrocholic acid, AMES) 
« medical and postoperative management of biliary tract disorders ( \ 
¢ routine physiologic support for geriatric patients 
¢ constipation—natural physiologic laxation without catharsis 


available: DECHOLIN Tablets: dehydrocholic acid, AMES 3% gr. (250 mg.). 
Bottles of 100, 500 and 1000; drums of 5000. 


16 
Sas 
4 
; 
64759 


t with allergic swelling. j itching 
en 
xt Ime 


d with 
sociate 

estion as 

of you tory cone 

ira 


aria, 
® -), Tablets 
Inc., Richmond Since 1878 
Robins 
Phar 
gthica 


(CH 1959 | 
é 
& MALEATE) 
i 
{ 
ts 


SOUTHERN MEDICAL JOURNAL 


4 


NEW THERAPEUTIC CHEMICAL 


a NEW 

DIMENSION 

IN THE 
TREATMENT OF CONSTIPATION 


DOXIDAN 


The Surfactant Laxative 


“Ideal” laxative therapy has now been made possible by the application of a new principle based 
on the double surfactancy of the new therapeutic chemical, calcium bis-(dioctyl sulfosuccinate), 


Doxidan provides positive, reliable laxative action with: 


e Greatly reduced laxative dosage and optimal surfactancy. 
e The least possible disturbance of normal body physiology. 
e Freedom from the discomfort of bowel distention. 
e Freedom from “oily leakage” and interference with vitamin absorption. 
e Freedom from pain and “cramping.” 
e Greatly reduced risk of laxative habituation. 
No longer is a “cathartic flush” needed to expel a hardened resistant fecal mass. Instead, once 
calcium bis-(dioctyl sulfosuccinate) has rendered the mass malleable and mobile, a gentle peri 
staltic stimulant is all that is needed to correct bowel dysfunction. 
Doxidan is a true synergistic combination of calcium bis-(dioctyl sulfosuccinate), the 
new surfactant fecal softener, and Danthron, a mild peristaltic stimulant which acts solely im 
the lower bowel. 
This new dimension in treatment (Doxidan therapy) results in soft, “normal” stools 
gently stimulated to evacuation. 
Each maroon soft gelatin capsule contains 50 mg. Danthron (1,8-dihydroxyanthraquinone 
and 60 mg. calcium bis-(dioctyl sulfosuccinate). 
dosage: For adults and children over 12, one or two capsules. For children, age 6 to 12, one capsule, 
Give at bedtime for 2 or 3 days or until bowel movements are normal. 
supplied : Bottles of 30 and 100 soft gelatin capsules. 


| LLOYD BROTHERS, inc. | CINCINNATI 3, OHIO 
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A workhorse 
“mycin” 
for 


* 


— 


common 
infections 


respiratory infections 


With well-tolerated CycLAMYCcIN, you will find 


prompt it possible to control many common infections 


hiah blood levels ‘rapidly and to do so with remarkable freedom 


from untoward reactions. CyCLAMYCIN is in- 
dicated in numerous bacterial invasions of the 


respiratory system—lobar pneumonia, bron- 
consistently 
chopneumonia, tracheitis, bronchitis, and other 
reliable 


and reproducible acute infections. It has been proved effective 


blood levels against a wide range of organisms, such as 


pneumococci, H. influenzae, streptococci, and 


many strains of staphylococci, including some 


resistant to other “mycins.” Supplied as Cap- 
sules, 125 and 250 mg,., vials of 36; Oral 
Suspension, 125 mg. per 5-cc. teaspoonful, 
bottles of 2 fil. oz. 


minimal 
adverse reactions 


Triacetyloleandomycin, Wyeth 


Philadelphia 1. Pa. 


Contorms to Code tor Advertising 
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the preferred 
vaginal douche 


Massengill Powder has a “clean”’ re- 
freshing fragrance. It is favored by most 

tients. 

Massengill Powder is buffered to main- 
tain an acid condition in the vaginal 
mucosa. It is more effective than vinegar 
and simple acid douches. Its mild astrin- 
gency alleviates the distress of inflamed 
tissues. 

Massengill Powder has a low surface 
tension which enables it to penetrate into 
and cleanse the folds of the vaginal mucosa. 


Indications: Massengill Powder solutions 
are a valuable adjunct in the manage- 
ment of monilia, trichomonas, staphylo- 
coccus, and streptococcus infections of 
the vaginal tract. 

Currently, mailings will be forwarded 
only at your request. Write for samples 
and literature. 


powder 
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why is 


massengill powder 


the preferred vaginal douche? 


The clean, refreshing fragrance of Massengill 
Powder is acceptable to the most fastidious for 
therapeutic or routine hygienic use. Solutions 
are easily prepared, convenient to use, non- 
staining. They effectively cleanse, deodorize and 
soothe the vaginal mucosa, while their mild 
astringent properties tend to decrease vaginal 
secretions. 


Clean-Up After Antibiot 
Following intensive antibiotic therapy, many fala 
patients complain of vulvar pruritus or vaginitis ia 
present the classical picture of monilia albicans iim 
tion. Regular use of Massengill Powder, with its pH of Samm 
4.5, helps restore the normal acidity of the vaginal Tamm 
Mildly astringent, it inhibits growth of pathogens. 


Low pH Retention Massengill Powder is buffered to sei 
acidity. In a recent study, ambulatory patients—with an aia 
line vaginal mucosa resulting from 
acid vaginal mucosa of pH 3.5 for a period of 4 to 6 iE 
after douching with Massengill Powder; recumbent pateniaas 
maintained a satisfactory acid condition up to 24 hours. Sai 
acid douches are quickly neutralized by an alkaline Vag 
mucosa, and are unsatisfactory in maintaining the requimg 
acid pH of the vagina.* 


Lower Surface Tension 
Powder in the standard solution has a surface tension GE 


dynes/cm. as compared to that of water and simple acid sole 4 
tions with 72 dynes/cm. This added property enables Massena 
Powder to penetrate into and cleanse the folds of the vaginal 


mucosa, thus increasing the therapeutic effectiveness. Lowery 
surface tension makes the cell wall and cytoplasmic mempaieg 
of the infecting organism more susceptible to specific thenapye) 


SUPPLY REFERENCES 
Massengill Powder is supplied in glass 1. Lang, W.R., Rakoff, 
jars of the following sizes: Am. Geris trics Soc. f 
Small, 3 oz. Large, 16 oz. 2. P.H., The Prob 
Medium, 6 oz. Hospital Size, 5 Ibs. lem of Docking, Weta 
Pads of douching instructions for pa- Gyn, Vol ” No. 285 
tient use available on request. (1954) 
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TABLETS AND ELIXIR 


To add life to years—not merely years to life. . . Niatric sharpens mental acuity 
and promotes a return to more normal social and physical activity for your aged patients. 

In the Old Age Syndrome . . . Niatric relieves confusion, forgetfulness, irritability, depression and 
apathy — the penalties of advancing age. 


e Niatric improves respiration and cerebral function 
e Niatric improves circulation 


Matric contains: Each Tablet: 5 cc. Elixir: e Niatric protects capillary integrity 
Pentylenetetrazo! 100 mg. 100 me. 
Nicotinic Acid ro a4 one e Niatric prevents brain tissue hypoxia 
Ascorbic Acid 100 mg. 100 mg. 
Alcohol Send now for samples and literature... 
Average Dese: 1 tablet or 1 tsp. (5 cc.) t.i.d. B. F. ASCHER AND COMPANY, INC. 
Supply: Tablets, botties of 100 and 500. 
Elixir, bottles of 1 pint. Ethical Medicinals / Kansas City, Missouri 
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For quick, effective relief of nasal congestion 

Safe for both children and adults, Rhinall Nose Drops are pleasant to use, 

provide ventilation and drainage without irritation of the ciliated epithelium. 
no burning or irritation ° no risk of sensitization 


no bad taste or after reactions 
SUPPLIED: one-ounce dropper bottle: %-ounce plastic spray bottle. 


RHINOPTO COMPANY 


i e Phenylephrine Hydrochloride 0.15% 
allas, Texas in an isotonic saline menstruum 
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End of her 
dandruff worries... 
for another week 


She’s pretty excited about her latest dandruff 
treatment. Cured her neighbor for nearly ten days! 
Why, oh why, do they tell the world about their 
dandruff . . . and never think to mention it to you? 
For these people, a casual mention, and a prescrip- 
tion for Selsun will be most appreciated. (bbott 


© 1959 ABBOTT LABORATORIES, NORTH CHICAGO, ILLING 
903015 
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APPOI!I NTED with skeletal muscle 


relaxants that cause GI distress, drowsiness, and 


dizziness..... ? 


Sinaxar 
“the new, different chemical 
structure—unlike any other 
skeletal muscle relaxant 

currently available—is 


a "pure" muscle relaxant, 
with specificity of action 


free of adverse physical 
or psychic side effects, 
for all practical purposes 


consistently effective in 
cases involving skeletal 
muscle spasm 


long acting; no fleeting 
effects 


ARMOUR PHARMACEUTICAL COMPANY + KANKAKEE, ILLINOIS / @ leader in biochemical research 
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CHLOROTHIAZYDE 
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supplied: 250 mg. and 500 sf. 
DIURIL (Chlorothiazide) bp 
DIURIL ts a trademark of Me 
1959 Merck & Co., Inc 
MERCK SHARP & DOHME any indication for digres 
Division of Merck & Co., Inc. Philadelphial,Pa. indication for 


DIURIL has proved tobe 
peripheral -phlebitis, arthritis, | 3 
ascites or peripheral eder 
A and obe sity. the jot 
1. Landes, R. P. and Peters, M.f 
Postgrad. Med. 23:648, June 1968. 
dosage: one or two 500 mg. tdolets of DIURIL once 
Cored 
10 0 — 
: 
an 
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Greater activity: Milligram-for-milli- 
gram, Esidrix is the most effective oral 
diuretic known. With a therapeutic efh- 
cacy comparable to parenterally admin- 
istered mercurials, Esidrix is from 10 to 
15 times more potent than chlorothiazide 
and therefore provides the same thera- 
peutic benefits with but 1/10 to 1/15 the 
dosage. Animal studies indicate that 
Esidrix is longer acting than chlorothia- 
zide, providing a smoother response. 


Low toxicity: According to animal 
studies, Esidrix is markedly less toxic than 
chlorothiazide and is therefore an excep- 
tionally safe diuretic-antihypertensive. 


Patients unresponsive to chlorothiazide 
and mercurials in many cases respond 
readily to Esidrix. 


Use in hypertension: Esidrix may be used 
alone or in combination with other anti- 
hypertensive drugs to bring about effec- 
tive lowering of blood pressure. The drug 
potentiates the action of all other anti- 


SINGOSERP (syrosingopine CIBA) 


SERPASIL® (reserpine CIBA) 
APRESOLINE® hydrochloride (hydralazine hydrochloride CIBA) 


Improved diuretic-antihypertensive; 
high degree of activity, low toxicity 


A 


(hydrochlorothiazide CIBA) 


hypertensive agents, including 
SINGOSERP, SERPASIL and APRESOLINE. 
Dosage (and side effects) of other agents 
often can be reduced when they are given 
with Esidrix. 

Less dietary salt restriction: In many 
cases, Esidrix permits some moderation 
in severe sodium restriction and there- 
fore makes meals more palatable. Side 
effects are usually not severe and most of 
them can be overcome by adjusting the 
electrolyte balance (through dietary sup- 
plements), lowering the dose or adminis- 
tering the drug after meals. 


Dosage: Esidrix is administered orally in 
an average dose of 75 to 100 mg. daily, 
with a range of 25 to 200 mg. A single dose 
may be given in the morning or tablets 
may be administered 2 or 3 times a day. 
Supplied: Tasiets, 25 mg. (pink, 
scored); bottles of 100. 
TABLETS, 50 mg. (yellow, 
scored); bottles of 100. 


CIBA 


SUMMIT, N.J. 
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new 3-way 
build-up for 
the under par 


child... 


Improve appetite and energy 
with ample amounts of vitamins—B.., Bs, Bio. 


strengthen bodies with needed protein 
Through the action of |-Lysine, cereal and 
other low-grade protein foods are up-graded 
to maximum growth potential. 


discourage nutritional anemia 
with iron in the well-tolerated form of 
ferric pyrophosphate. 


Lysine-Vitamins 


WITH IRON SYRUP 


d li e Average dosage is 1 teaspoonful daily. Avas.able in botties of 4 and 16 fi. oz. 
€11C10us Each t 
{-Lysine HCI 


Cherry flavor—  viamine:. crystanine 


Thiamine (B,) 


no unpleasant Pyridoxine 


Ferric Pyr 


Iron (as Ferric Pyrophosphate) ............+ 


LEDERLE LABORATORIES, a Division of AMERICAN CYANAMID COMPANY, Pearl River, New York 
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was Mrs.Hyde’s substitute forthe Overweight Mrs. Geller rebelled at the mo- 


Qves life she used to have. The morning coffee 
klatsch carried her til the afternoon bridge game, 
when she nibbled on snacks until dinner. Now 
an Ambar #1 Extentab each morning controls 
her nibbling, while the temptations of social eat- 
ing are overcome with a timely supplementary 
Ambar Tablet, 3.33 mg. methamphe- 
tamine hydrochloride and 14 gr. phenobarbital. 


Obesityand Mrs. Adams seem inseparable. She 
has tried all the current diet fads her friends, rela- 
tives, and the newspapers tell her to try, and she 
says they don’t work. She knows how unrelenting 
are the frustrations that drive her to overeating. 
She can use the more potent dose of the 15 
mg. methamphetamine hydrochloride with 1 gr. 


notony of housekeeping chores and the antics of 
her school-age children added tension to boredom. 
Eating became an outlet for her emotions. A daily 
Ambar #1 Extentab,® an artful balance 
of 10 mg. methamphetamine hydrochloride and 
1 gr. phenobarbital, not only curbed her appe- 
tite, but by aiding in a renewal of creative inter- 
ests, tempered her reactions to minor irritations. 


Successfull Mr. Holt runs a fine business and 
eats lunches and dinners in the best restaurants, 
He attacks his food with the same determination 
that made him a business success. Because eating 
is his outlet for the minor anxieties and frustrations 
of an active life, he has eaten his way into a health 
problem. An Asssleaz’ regimen will help control 


phenobarbital in Ambar #2 Extentabs.® his appetite and at the same time lift his mood. 
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Disease No. of Patients Good or Excellent bL 1), 198 

is Annual 


D. C. Bey 
Otitis media 65 1.7.0 


Bronchitis 10 1), 19: 
Obstructive laryngotracheitis 3 ppl. 1), 1 
Tonsillitis 18 piotic Me 
Cervical adenitis 13 
Purulent rhinitis or sinusitis 16 


Total 3 125 
From a study by E. H. Townsend and A. Borgstedt' 
safe -No side reactions to sulfadimethoxine were observed in theé 
series of 167 patients.”! effective “Remarkable improvement, chi 
ized by subjective relief and disappearance of inflammatory symptom 
curred in 107 out of the 111 patients under study.”? economic#l 
addition to the clinical efficiency attributable to sulfadimethoxine...the 
omy involved in medication with a fast-acting chemotherapeutic age! 
rants its early use. . . .”* 


fast 
H. Towr 
in press. 
| 1), 195 
| 
i 
ave 
enev 
be: Mal 
MA 
. 
Wee MA 
| 
HE L 
} 


ypecespiratory infe ctions 


H. Townsend and A. Borgstedt, Antibiotics Annual 1958- 
in press. 2. J. C. Elia, Antibiotic Med. & Clin. Therapy, 6: 
. 1), 1959. 3. B. H. Leming, Jr., C. Flanigan, Jr. and B. R. 
ngs, Antibiotic Med. & Clin. Therapy, 6:(Suppl. 1), 1959. 
P. Ironson and C, Patel, Antibiotic Med. & Clin. Therapy, 6: 
bl. 1), 1959. 5. S. Ross, J. R. Puig and E. A. Zaremba, Anti- 
s Annual 1958-1959, in press. 6. J. D. Young, Jr., W. S. Kiser 
D. C. Beyer, Antibiotic Med. & Clin. Therapy, 6:(Suppl. 1), 
1. T. D. Michael, Antibiotic Med. & Clin. Therapy, 6: 
pl. 1), 1959. 8 W. A. Leff, Antibiotic Med. & Clin. Therapy, 
ppl. 1), 1959. 9. B. A. Koechlin, W. Kern and R. Engelberg, 
biotic Med. & Clin. Therapy, 6:(Suppl. 1), 1959. 10. R. J. 
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available for your convenience 
enever q.i.d. dosage is desirable 


MADRIBON'-*: 
MADRIQID™-™- 
ROCHE® 


fastest growing antibacterial bibliography: 


Schnitzer and W. F. DeLorenzo, Antibiotic Med. & Clin. Therapy, 
6:(Suppl. 1), 1959. 11. R. J. Schnitzer, W. F. DeLorenzo, E. 
Grunberg and R. Russomanno, Proc. Soc. Exper. Biol. & Med., 
99:421, 1958. 12. W. F. DeLorenzo and R. Russomanno, Anti- 
biotic Med. & Clin. Therapy, 6:(Suppl. 1), 1959. 13. B. Fust and 
E. Boehni, Antibiotic Med. & Clin. Therapy, 6:(Suppl. 1), 1959. 
14. W. F. DeLorenzo and A. M. Schumacher, Antibiotic Med. & 
Clin. Therapy, 6:(Suppl. 1), 1959. 15. W. P. Boger, Antibiotics 
Annual 1958-1959, in press. 16. O. Brandman, C. Oyer and R. 
Engelberg, J. M. Soc. New Jersey, 56:24, Jan. 1959. 17. J. F. 
Glenn, J. R. Johnson and J. H. Semans, Antibiotic Med. & Clin. 
Therapy, 6:(Suppl. 1), 1959. 


125-mg capsules of Madribon 


bee: MADRIBON, literature available on request. 


HE LABORATORIES © Division of Hoffmann-La Roche Inc + Nutley 10 + N.J. 
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there’s pain and 
inflammation here... 
it could be mild 
or sever2, acute Or 
chronic, primary 


d then d 


isfactory 
dosage to 
results adi 


precautior 
same prec 
steroid ap 


we potent and comprehensive treatment 
Shan salicylate alone 

anti-inflammatory effect of low-dosage 
oicosteroid’ . . . additive antirheumatic action of 
ofticosteroid plus salicylate** brings rapid pain 
elief; aids restoration of function . . . wide range 
bt application including the entire fibrositis syn- 
brome as well as eafly or mild rheumatoid arthritis 


ore conservative and manageable than full- 
dosage corticosteroid therapy— 

= uch less likelihood of treatment-interrupting 
: effects’ . . . reduces possibility of residual 
: | injury... simple, flexible dosage schedule 


FRAPY SHOULD BE INDIVIDUALIZED 

cute conditions: Two or three tablets four times daily. After 
desired response is obtained, gradually reduce daily dosage 
land then discontinue. 

whacute or chronic conditions: Initially as above. When sat- 
isfactory control is obtained, gradually reduce the daily 
dosage to minimum effective maintenance level. For best 
results administer after meals and at bedtime. 


precautions: Because siGMAGEN contains prednisone, the 
y same precautions and contraindications observed with this 
steroid apply also to the use of sicMacEN. 


in 
any 
case 


it calls for 
® 


corticoid-salicylate compound tablets 


Composition 

METICORTEN® (prednisone) .... 0.75 mg. 
Acetylsalicylic acid «-. 325 mg. 
Aluminum hydroxide .... 

Ascorbic acid 


Packaging: sicmMaceN Tablets, bottles of 100 and 1000. 
References: 1. Spies, T. D., et al.: J.A.M.A. 159:645, 
1955. 2. Spies, T. D., et al.: Postgrad. Med. 17:1, 1955. 
3. Gelli, G., and Della Santa, L.: Minerva Pediat, 
7:1456, 1955. 4. Guerra, F.: Fed. Proc. 12:326, 1953. 
5. Busse, E. A.: Clin. Med. 2:1105, 1955. 6. Sticker, 
R. B.: Panel Discussion, Ohio State M. J. 52:1037, 1956. 
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In Biliary Distress 


ZANCHOL 


Improves Flow and Color of Bile 


Zanchol (brand of florantyrone), a distinct chemical 
entity unrelated to the bile salts, provides the medical 
profession with a new and potent hydrocholeretic for 
treating disorders of the biliary tract. 

The high degree of therapeutic activity of this new 
compound and its negligible side reactions yield dis- 
tinct clinical advantages. 


@ Zanchol produces a bile low in sediment. 
® Zanchol enhances the abstergent quality of bile. 


® Zanchol produces a deep, brilliant green bile, re- 
gardless of its original color, suggesting improved 
hepatic function. 


® Zanchol improves the flow and quantity of bile with- 
out increasing total bile solids. 


Bile with these qualities minimizes biliary stasis, re- 
duces sediment and debris in the bile ducts and dis- 
courages the ascent of infection. 

For these reasons ZANCHOL has shown itself to be a 
highly valuable agent in chronic cholecystitis, cholan- 
gitis and care of patients following cholecystectomy. 


Administration: One tablet three or four times a day. 
Zanchol is supplied in tablets of 250 mg. each. G. D. 
Searle & Co., Chicago 80, Illinois. Research in the 
Service of Medicine. 
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in over three years of clinical use 
in over 600 clinical studies 


FOR RELIEF OF ANXIETY 
AND MUSCLE ‘TENSION 


“ Does not interfere with autonomic function 
i Does not impair mental efhciency, 

me motor control, or normal behavior 

= Has not produced hypotension, 

agranulocytosis or 


Miltown 


Supplied: 400 mg. scored tablets, 200 mg. sugar-coated tablets. 
Was WALLACE LABORATORIES, New Brunswick, N. J. 
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“superior control of 


il 


in the 
patient: 


95% € ‘ective in published cases’ 


in t 
lab 


jover 9 
again: 


COMPARA 
(DISC, TL 
ON 130 


No. of 
Conditions treated Patients 


ALL INFECTIONS 558 


Respiratory infections 258 
Pharyngitis and/or tonsillitis 65 
Pneumonia 90 
Infectious asthma 44 
Otitis media 31 
Other respiratory 28 


(bronchitis, bronchiolitis, 
bronchiectasis, pneumonitis, 
laryngotracheitis, strep throat) 


Skin and soft tissue infections 230 

Infected wounds, incisions and 

lacerations 41 
Abscesses 51 
Furunculosis 58 
Acne, pustular 43 
Pyoderma 19 
Other skin and soft tissue 18 


(infected burns, cellulitis, 
impetigo, ulcers, others) 


Genitourinary infections 28 

Acute pyelitis and cystitis 10 
Urethritis with gonorrhea or cystitis 8 
Pyelonephritis 4 
Salpingitis 5 
Pelvic inflammation with endometriosis 1 


Miscellaneous 42 
(adenitis, enteritis, enterocolitis, 
subacute bacterial endocarditis, fever, 
hematoma, staphylococcus carriers, 
osteomyelitis, tenosynovitis, septic 

arthritis, acute bursitis, periarthritis) 


ae 
R * designed for — 
Capsules 7 Oral Suspension 
8 
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Other Tao advantages: 


Rapidly absorbed— stable in gastric acid,? TAO 
needs no retarding protective coating 

Low in toxicity — freedom from side effects in 96% 
of patients treated; cessation of therapy 
is rarely required 

Highly palatable — ‘practically tasteless”” active- 
cee in a pleasant cherry-flavored 

medium 


Dosage and Administration; Dosage varies accord- 
ing to-the severity of the infection. For adults, the 
average dose is 250 mg. q.i.d.; to 500 mg: q.i.d in 
| more Severe infections. For children 8 months to 
| 8 Yeats, a daily dose of approximately 30 mg./ Kg. 
‘body weight in divided doses has been found effec 


», tive. Since TAO is therapeutically stabie in gastric. 
“acid, it may be administered without regard to 

meals. 
Supplied: TAO: Capsules —250 mg. and 125 meg, 


bottles of 60. TAO for Oral Suspension—1.5 Gm., 
125 mg. per teaspoonful (5 cc.) when reconsti- © 
te unusually palatable cherry flavor; 2 oz. 

e, 


References: 1..Koch, R., and Asay, L. Dx J. Pediat., 
| #® press. 2. Leming, 8B. H., Jr., et al.: Paper presented 

at the Symposium on Antibiotics, Washington, D, C., 
Oct. 15-17, 1958. 3. Meliman,. et al.: Paper presented 
at the Symposium on Antibiotics, Washington, D. C., 
Oct. 15-17, 1958. 4. Olansky, S., and McCormick, G. E., 
Jr.: Paper presented at the Symposium on Antibiotics, 
_ Washington, D. C., Oct. 15-17, 1958. 5. Shubin, H., 
|. @t al.: Antibiotics Annual 1957-1958, New York, N. Y., 
Medical Encyclopedia, Inc., 1958, p. 679. 6. Isenberg, 
H., and Karelitz, S.: Paper presented at the Symposium 
on Antibiotics, Washington, D. C., Oct. 15-17, 1958. 
7. Wennersten, J. R.: Antibiotic Med. & Clin. Thera 
5:527 (Aug.) 1958. 8. Kapian, M. A., and Goldin, 
Paper presented at the Symposium on Antibiotics, 
can Se D. C., Oct. 15-17, 1958. 9. Truant, J. P.: 

Paper presented at the Symposium on Antibiotics, 
Washington, C., Oct. 15-17, 1958. 


in the 
laboratory: 


iver 90% effective 
some against resistant staph 


Falun COMPARATIVE TESTS BY THREE METHODS 
(DISC, TUBE DILUTION, CYLINDER PLATE) 
ON 130 STAPHYLOCOCCI9 


21.2% 
42.4% 


- Tao dosage forms—- 
for specific clinical situations 


‘Tao Pediatric Drops 
For children— flavorful, easy to administer. 


Supplied: When reconstituted, 100 mg. per cc. 
Special calibrated droppers—5 drops (approx. 
25 mg.) and 10 drops (approx. 50 mg.). 

10 cc. bottle. 


Tao-AC (Tao anaigesi ihistamini 4) 


To eradicate pain and physical discomfort in 
respiratory disorders. 


Supplied: in bottles of 36 capsules. 


93.4% 


90.4% 


Taomip* (Tao with tripie suites) 


For dual control of Gram-positive and Gram-nega- 
tive infections. 


~ Supplied: Tablets, bottles of 60. Oral Suspension, 
bottles of 60 cc. 

intramuscular or Intravenous 
For direct ection—in clinical emergencies. 
Supplied: lit 10 cc. vials. 


intivictica 2-10 units 2-15 meg. 
Antibiotic B 5-30 mcg. [f Antibiotic D 2-15 mcg. 
Antibiotic C 5-30 mcg.  [§ Antibiotic E 5-30 mcg. 


Percentage of organisms inhibited by the range of 
concentrations listed for each antibiotic. 


New York 17, N.Y. 
Division, Chas. Pfizer & Co., inc. 
Science for the Worid’s Well-Being 
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“Antacid? Rorer’s Maalox. It doesn’t constipate and patients like its taste better 
... By the way, try their new double strength Tablet Maalox No. 2. It’s great!” 


MAALOx® an efficient antacid suspension of magnesium-aluminum hydroxide 
gel offered in bottles of 12 fluidounces. 


TABLET MAALox: 0.4 Gram (equivalent to one teaspoonful), Bottles of 100. 
TABLET MAALox No. 2: 0.8 Gram, double strength (equivalent to two teaspoon- 
fuls), Bottles of 50 and 250. 

Samples on request. 

WILLIAM H. Rorer, INC., Philadelphia 44, Pennsylvania 
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“LOW BAGK PALY 
“'T@RTICOLLIS 
BURSITIS and 
“ANXIETY STATES | 


Enrelated chemically ta any other therapeutic 


iteent use. Better tolerated and safer 


nan glider crag 
chimeal results in 40° patients: 


the first true 
TRANQUILAXANT* 


and equally effective as a TRANQUILIZER 


tran-qui-lax-ant (tran’kwi-lak’sant) 
< L. tranquillus, quiet; L. laxare, 


loosen, as the muscles} 


Clinical Comments 


“We have just 
started using it 
[Trancopal] for 


relaxing spastic 
musculature and 
are very much 
encouraged.” 
Baker, University of 
Minnesota Medical 
School 


Potent MUSCLE RELAXANT 


to 


“Chlormethazanone “The effect of this “In 120 patients 

[Trancopal] not only _ preparation in these with anxiety or tension 1 
relieved painful muscle _ cases [skeletal muscle _ states, 114 received by 
spasm, but allowed the —_ spasm] was excellent satisfactory control of ef 
patients to resume and prompt .. .”8 their condition. Severe 

their normal activities Mullin and Epifano, Long dysmenorrhea and st 
with no interference Island College Hospital premenstrual tension m 
in performance of in 65 patients refractory al 
either manual or to the usual medications , 
intellectual tasks.”? were relieved 

Lichtman, New York satisfactorily 

Polyclinic Medical School in 56.4 

and Hospital 
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ications 


Indications 


Q1® Effective in Musculoskeletal Disorders 


Degree of Effectiveness 


Indications 


Degree of Effectiveness 


The results of clinical studies of over 4092 patients 
by 105 physicians demonstrate that Trancopal often is 
effective when other drugs have failed. From these 
studies it is clear that Trancopal probably can provide 
more help for a greater number of tense, spastic, 

and/or emotionally upset patients than any other 
pharmaceutical agent in current use. 


tExcellent, good and fair 


Dosage: 

Usual adult dose, 1 Caplet 

(100 mg.) three or four times 

daily. Children (from 5 to 12 2 
years), Caplet (50 mg.) 
three or four times daily. t 


colored, scored) 100 mg., — 
bottles of 100 and 1000. 


89% Effective in Psychogenic Di 
ective in Psychogenic Disorders 
4 
| 
10 20 30 40 50 60 70 80 90 100 
red 
trol of 
nd 4 
fractory 
Supplied: 
Trancopal Caplets® (peach 
} 
4 (I) 
: 
iithvop 
} 


Petent MUSCLE RELAX 
and equally 
as a TRANQU |! 


ADVANTAGES OF. TRANCOPAL 


© Lower incidence of side effects 
than with zoxazolamine, metho- g : 
Neck pain ftaetico 
Bursitis Premenstrual ter: 
Rheumatoid arthritis Asthma 
Blood pressure, pulse rate,res- Angina pestori« 

Piration and digestive ius syndrome 

es unaffected by therapeutic == Fibrositis 

i ers tani ain, 
suagitipt: sclero: 


logia, cerebral paisy 


INSIDENCE 
EFFECTS With. TF 
% thirteen times toxic, The IN 4262 PATIEN) 
huh done. 3 


Mottin, 

Research rop Laboratories, 


Laboratories New York 16, 


| 
: 
| 
No gastric irritation. Can be 
Usual Suman without 7 
No perceptible soporific ef- 
fect, even in high dosage. side effects 4 
f 


enables your patient to escape 


peptic ulcer symptoms 


PRANTAL 


(GR Relief from gastric hypermotility and hypersecretion by 

os PranTAL aids physiological healing of the ulcer. With his 

: freedom from pain and other distressing ulcer symptoms, 

& : your patient feels secure in his personal relationships, rela- 
va tively certain of freedom from exacerbations. 


Rx the form that’s best for him 


for adjusting dosage—PRANTAL Tablets, 100 mg. 
for prolonged relief —PRANTAL REPETABS, 100 mg. 
with sedation—PRANTAL with Phenobarbital Tablets, 
100 mg. with 16 mg. phenobarbital. 


PrantaL® Methylsulfate, brand of diphemanil methylsulfate. 
Reretass,® Repeat Action Tablets. 


BLOOMFIELD, NEW JERSEY 


PL.J-229 


j 
we 


JUNE 


Hospital for Special Surgery—The New York Hospital 
In New York City 
UNDER THE DIRECTION OF 
PRESTON A. WADE, M.D. 


Fundamental Principles of Wound Treatment .. 
Metabolic Response to Injury............. 

Bone Metabolism in Fracture Healing 
X-Rays in Fracture Treatment ......... 
Wreatment of Shock........... 
to the Chest.............. 


Indications for and Technique of Tracheostomy 


Back Injuries 
Head Injuries... 
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CORNELL UNIVERSITY MEDICAL COLLEGE 
ANNOUNCES THE FOURTH ANNUAL POSTGRADUATE COURSE IN 


FRACTURES AND OTHER TRAUMA 


8-13, 1959 


Pathological Anatomy of Intra-Cranial ‘Injuries ee 


Fractures of Spine ....... 

Antibiotics in Trauma 

Practnres of 

Trauma to Genitourinary System . 

Auto-Crash Injury Research 

Pathological Fractures 

Treatment of Multiple Injuries re 
Injuries to Ligaments and Cartilages of Knee 
Injuries to Blood Vessels .... 

Fractures of Elbow 

Fractures of Humerus . 

Fractures of Shoulder Paved 

Peripheral Nerve Injuries ....... 

Dislocations of Hip 
Intracapsular Fractures of Hi 
Intertrochanteric Fractures of Hip 
Fractures of Femoral Shaft 
Fractures in Children 
Treatment of Burns : 
Facial Wounds and Fractures ..... 
Eye Injuries ....... 
Fractures Of Forearm .............. 
Fractures of Carpal Bones 
Cares 
Fractures of Hand... 


Fractures and Dislocations of Foot and Tarsus ees 


Fractures of Tibia and Fibula.................. 
Cross-leg Flaps for Injuries to Leg 
Operative Treatment of Fractures 
Fractures of the Mandible 
Joint Motion and Physical Therapy ie 
Management of Mass Casualties 
Treatment of Non-Union 


Living accommodations for physicians and their wives will be available in 
Olin Hall, the Medical College Student Residence, 
person. Tuition: $150.00 


For further information write to: Dr. Preston A. WADE 
CorRNELL UNIVERSITY MEDICAL — 1300 York AvENuE, New York 21 


at $3.00 per night per 


Dr. John W. —— and Dr. Paul W. Braunstein 


Dr. Preston A. Wade 


Dr. Paul W. Braunstein 


Dr. Robert L. Patterson 


MARCH 1959 


..Dr. James A. Nicholas 

Dr. Melvin Horwith 

. Dr. Samuel W. Moore 


........Dr. Joseph F. Artusio 
Dr. Cranston W. Holman 
..Dr. Robert L. Patterson 
Dr. Peter C. Rizzo 
. Dr. Bronson S. Ray 
Dr. Milton Helpern 
.........-Dr. Herbert Parsons 
ore .. Dr. Philip D. Wilson, Sr. 

... Dr. Peter Dineen 


Dr. Victor F. Marshall 
.. Dr. Paul W. Braunstein 
........Dr. Robert L. Patterson 
. Dr. Preston A. Wade 
... Dr. Frederick Lee Liebolt 
. Dr. Frederick Lee Liebolt 

Dr. Jere W. Lord, Jr. 
Dr. T. Campbell Thompson 
Dr. William Cooper 
Philip D. Wilson, Jr. 
Dr. Howard S. Dunbar 
Dr. T. Campbell Thompson 
Dr. Preston A. Wade 
Dr. Carleton M. Cornell 


Dr. Preston A. Wade 
. Dr. Herbert Conway 
ers Dr. John M. McLean 

Dr. T. Campbell Thompson 


Dr. Philip D. Wilson, Sr. 


ee Dr. Rolla D. Campbell, Jr. 
Dr. Preston A. Wade 
..Dr. Stanley J. Behrman 


_... Dr. Preston A. Wade 
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in vaginitis ~~“ ove? 


destroys all 3 principal pathogens 


Whether vaginitis is caused by Trichomonas, Monilia or Hemophilus 
vaginalis—alone or combined—TRICOFURON IMPROVED swiftly relieves 
symptoms and malodor, and achieves a truly high percentage of cul- 
tural cures, frequently in 1 menstrual cycle. TRICOFURON IMPROVED 
provides : a new specific moniliacide MICOFUR® brand of nituroxime, 

the established specific trichomonacide FUROXONE® brand of furazolidone 

and the combined actions of both against Hemophilus vaginalis. 


1. Office insufflation once weekly of the Powder (MICOFUR [anti-5-nitro- 
2-furaldoxime] 0.5% and FUROXONE 0.1% in an acidic water-soluble 
powder base). 2. Continued home use twice daily, with the Supposito- 
ries (MICOFUR 0.375% and FUROXONE 0.25% in a water-miscible base). 


NITROFURANS-—a new class of antimicrobials—neither antibiotics nor sulfonamides, aul J. 
EATON LABORATORIES, NORWICH, NEW YORK 
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Available fe 
1. Panaiba 
Penmycin | 
chloride . 


Dosage: 


Panatoa 
2 capsuies 


TRADEMARK, REO. U. 8. PAT. OFF. 


REG. U. S. PAT. OFF.—THE UPJOHN 


PTRADEMARK, REG. U. 5. PAT. OFF.—THE UPJOHN 


«BRAND OF TETRACYCLINE 


The Upjohn Company, ‘Kalamazoo, Michigat’ 
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pe Abamycin 
i 
Panalba 
i site bottle, 
Mdamycin 
Penathe 
| fet the tr: 
| i the. of 
‘itetions 
adults is 2 
ae Hen, 
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lable forms: 
renee Capsules, botties of 16 and 100 


Each capsule contains: 


phosphate (tetracycline phosphate 
to tetracycline hydro- 


™ 5 


vein (as sodium). . .125 mg. 


Paraiba KM,tt Flavored Granules, 60 cc. 


Eom Hottie. When sufficient water is added to 


Bottle, each teaspoonful (5 cc.) con- 


(tetracycline) equivaient to tetra- 


Potassium meta 
Dosage: 


(as novobiocin caicium). .62.5 
phosphate 00 


Penalties Capsules. Usual adult dosage is 1 ar 


Capsules Or 4 times a day. 


Penathe KM Granules 
We Weatment of moderately acute infe-:- 
BS ih infants and children, the recena- 


13 
: 
— 
the type and severity of the in- : 
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ULCER CONTROL 3 


all day 7) 4 iy 


NEW 


RICON 


TABLETS 


oxyphencyclimine hydrochioride 


patient comfort 

Natural Prolonged Action-The action of DARICON, a more potent and better tolerated anticholinergic, is 

consistently prolonged because it has a unique chemical structure and is not dependent on “mechanical” 

means (e.g., special coating, adsorption on ion-exchange resin). 

In addition to peptic ulcer, DARICON is also indicated for other gastrointestinal disorders characterized by 

hypersecretion, hypermotility and spasm (e.g., functional bowel syndrome, chronic nonspecific ulcerative 

colitis and biliary tract disease). 

Dosage: 10 mg. b.i.d. (morning and evening), Supply: Tablets, 10 mg., white, scored. Bottles of 60 and 500. 
*Trademark 

Science for the world’s well-being 


EVEN REFRACTORY CASES RESPOND PFIZER LABORATORIES 
Division, Chas. Pfizer & Co., Inc. 


Brooklyn 6, N. ¥. 
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CONFIRMED EFFICACY 


Clinically confirmed 
in over 2,500 
documented 
case histories'* 


Deprol ® acts promptly to control depression 


without stimulation 


> restores natural sleep 


> reduces depressive rumination and crying | 


DOCUMENTED SAFETY 


Deprol is unlike amine-owidase inhibitors 


> does not adversely affect blood pressure 
or sexual function 


causes no excessive elation 
> produces no liver toxicity 
> does not interfere with other drug therapies 


Deprol is unlike central nervous stimulants 


marx 
€0.249) 


®& does not cause insomnia 

produces no amphetamine-like jitteriness 
> does not depress appetite 

has no depression-producing aftereffects 


> can be used freely in hypertension and 
in unstable personalities 


Dosage: Usual start- 
ing dose is 1 tablet 
q.i.d. When necessary, 
this dose may be grad- 
ually increased up to 
3 tablets q.i.d. 


Composition: Each 
tablet contains 400 
mg. meprobamate and 
1 mg. 2-diethylamino- 
ethyl benzilate hydro- 
chloride (benactyzine 
HCl). 


Supplied: Bottles of 
50 scored tablets. 


1. Alexander, L.: Chemotherapy of depression—Use of meprobamate combined with benactyzine (2-diethylaminoethyl benzilate) 
hydrochloride. J.A.M.A. 166:1019, March 1, 1958. 2. Current personal communications; in the files of Wallace Laboratories. 


Literature and samples on request Qf watLace LABORATORIES, New Brunswick, N. J. 
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POSITIVE EVIDENCE 
THAT “MEDIATRIC” INCREASES 
MUSCLE STRENGTH 


in six weeks’ time, left hand grip strength increased 
from 20 to 52 pounds—nearly doubled in right hand.* 


*Patient E. H., male, age 88, started 

on “Mediatric” July 24, 1952. Right 
hand grip strength measured 32 pounds, 
left hand, 20 pounds. Six weeks later, 
grip strength improved to 62 and 52 
pounds, respectively. On June 29, 1954, 
after continuous therapy both right and 
left hand grip strength registered 

1 KILOGRAM =—2.2 POUNDS 100 pounds. 
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improved grip strength with steroid-nutritional therapy 
objectively demonstrated by mechanical tests 


Muscle performance in terms of power, endurance, and coordination 
has been evaluated.in a seties of patients before and after "Mediatric’” 
therapy.' Grip strength measured by dynamometer and tested at 
periodic intervals showed remarkable improvement —averaging 60 

per cent in right hand and more than 100 per cent in left, even in relatively short periods of 
time. Other musculo-skeletal tests were equally successful, 


‘Mediatric” ccntains estrogen and androgen in amounts that will help counteract declining 
gonadal hormone secretion, maintain a positive nitrogen balance, and promote synthesis of 
grotein in muscle, bone and other tissues. 


Combining both steroids and important nutritional supplements such as vitamin C, B,., other 
B vitamins and ferrous. sulfate, “Mediatrig” brirgs about inctease in physical strength, 
overcomes general malaise, easy fatigabéility, lack Of incerest and vague pains in the bones and 
joints. In addition, “Mediatric” isiprayes mental outlook and its general “tonic” effect is of 
especial benefit to yout patient, 


each capsule or tablet contains: Thiemi 10.0 te: 
Conjugated estrogens equine (“Premarin™®).. 0.25. mg. Pyridonmé HC) (Bi)... 3.0 mg. 
NUTRITIONAL SUPPLEMENTS sulfate 30.0 “mg. 
with intrinsic factor concentrate... ..1/6USP. Unit HC: 1.0 mg. 
Suggested Dosages: Male — 1 capsule or I tablet daily, or as required. Female ~ 1 capsule or 1 tablet daily, or as required, 
taken in 21 day courses with a rest period of one week between courses. 
Supplied: Capsules ~ No. 252 — Bottles of 30, 100, and 1,000. Tablets — No. 752 = Bottles of 100 and 1,000. 
Also available: “Mediatric” Liquid — No. 910 —Bobtles of 16 fsidownces and 1 gallon. 
4, 
ind I. Perlman, R. M., .and Dorinsom, S. M.: Presented before tbe Third Congress of 
; : the International Association of Gerontology, London, Englnd, July 19-23, 1954. 
THE SMEDLEY DYNAMOMETER SUPPLIED T THE ¥ OF THE’ J. A; PRESTON GORPORATION, 175 FIFTH AVENUE, NEW YORK CITY, 
J 3804 
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IN OFFICE SURGERY | 


ELECTIVE AND TRAUMATIC 


use XYLOCAINE first... 
as a local anesthetic 
or a topical anesthetic 


SPRAY INFILTRATION NERVE BLOCK 


Xylocaine HC] solution, the versatile anesthetic for general office sur- 
gery, relieves pain promptly and effectively with adequate duration 
of anesthesia. It is safe and predictable. Local tissue reactions and 
systemic side effects are rare. Supplied in 20 ce. and 50 cc. vials; 0.5%, 
1% and 2% without epinephrine and with epinephrine 1:100,000; also 
in 2 cc. ampules; 2% without epinephrine and with epinephrine ; 
1:100,000. 


XYLOCAINE’ HCI SOLUTION 


(brand of lidocaine") 


ae Astra Pharmaceutical Products, Inc., Worcester 6, Mass., U.S.A. 


PAT. NO. 2.441.498 MADE IN USA. 
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Novahistine 


ef for as long as 12 hours. 


*A single dose provides reli 


Novahistine LPt combines the action of a 


thomimetic with an 


quick-acting sympa 
antihistaminic drug decon- 


gestive ect. 


Each LP tablet contains: 

Phenylephrine hydrochloride .----- 20 mg. 
Chlorprophenpyridamine maleate. 4 
Supplied in bottles of 50 and 250 tablets. 


o tablets, morning and 
children), 


for a 


a third 
given. 


PITMAN-MOORE COMPANY 


DIVISION OF ALLIED LABORATORIES. Inc. 
INDIANAPOLIS 6, INDIANA 
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Provides Triaminic for more complete 
and more effective relief from nasal and 
paranasal congestion because of systemic 
transport to all respiratory membranes— 
without drawbacks of topical therapy.t 


Provides well-tolerated APAP (N-acetyl-p- 
aminophenol) for prompt and effective 
analgesic and antipyretic action to make 
the patient more comfortable. 
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Now- All cold symptoms 
can be controlled 


Provides Dormethan (brand of dextro- 
methorphan HBr) for non-narcotic anti- 
tussive action on the cough reflex center in 
the medulla—as effective as codeine but 
without codeine’s drawbacks. 


Provides terpin hydrate, classic expector- 
ant to thin inspissated mucus and help the 
patient clear the respiratory passages. 


+Lhotka, F. M.: Illinois M. J. 112:259 Cees 1957. Fabricant, N. D 


Monthly 37:460 (July) 1958. Farmer, D 


Special “timed release” design 


first—the outer layer dis- 
solves within minutes to 
give 3 to 4 hours of relief 


then—the Inner core 
releases Its Ingredi- 
ents to sustain relief 
for 3 to 4 more hours 


also available for those patients who prefer 
liquid medication: Tussagesic suspension 


. F.: Clin. Med. 5: Nes “(Sept 


Each TUSSAGESIC tablet provides: 


(phenylpropanolamine HCl . . 25 mg. 
pheniramine maleate . . . 12.5 mg. 
pytilamine maleate . . . 12.5mg.) 


Dormethan 
(brand of dextromethorphan HBr) 30 mg. 


Terpin hydrate. . . . . . . . 180mg. 
APAP (N.-acetyl-p-aminophenol) . . 325mg. 


Dosage: One tablet in the morning, midafter- 
noon and in the evening, if needed. 


timed-release 


Tussagesic 


*Contains TRIAMINIC to ® running noses & e and open stuffed noses Orally 


SMITH-DORSEY © a division of The Wander Company ¢ Lincoln, Nebraska ¢ Peterborough, Canada 
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antibiotic resistant STAPHy.ococci are killed by 


EPH Re AN in seconds 


USE ZEPHIRAN TO HELP CURB THE CURRENT MENACE TO HOSPITAL HEALTH 


Preoperative preparation « Scrub-up e Surgical dressings Wound irrigation « Sterile 
storage of instruments e Furniture, wall, and general sickroom disinfection « Laundry 
Zephiran chloride, brand of benzalkonium chloride refined (to ensure quality). WINTHROP LABORATORIES, NEW YORK 18, N.Y. 


} 

| 

| 

| 

: 

| 

} 


1 1959 VOLUME 52 SOUTHERN MEDICAL JOURNAL 55 


There are more than 


4,000,000 


term pregnancies 
in the U.S. A.each vear'’ 


... and a large percentage of these 
expectant mothers are subject to 
constipation.” 


“With child” in most cases means “with 
physiologic constipation.” This distressing condition 
3 action usually results from insufficient exercise, 
Ree faulty diet, and intra-abdominal pres- 

CHOLERETIC. sures. Caroid and Bile Salts Tablets are 
: particularly effective in treating the con- 


-DIGESTA NT stipation of pregnancy. The bile salts 
LAXATIVE a help overcome biliary stasis ; Caroid, a 
; potent enzyme, increases protein diges- 
scr a tion as much as 15%; and mild laxatives 


of oregnane improve peristaltic rhythm and tone — 
producing soft, easily passed stools. 


1. Statistical Abstract of the United States, ed. 78, U. S. Department of Commerce, Bureau of 
the Census, 1957, p. 56. ¢ 2. Daro, A. F.; Gollin, H. A., and Nora, E. G., Jr. The treatment 
of constipation during pregnancy: Studies on phenolphthalein, Am. J. Gastroenterol. 28:413 
(Oct.) 1957. 


Caroid° and Bile Salts Tablets 


RESTORE REGULARITY WITHOUT IRRITATION, GRIPING OR FLATULENCE 


SAMPLES ON REQUEST 
AMERICAN FERMENT Co., INC. * 1450 Broadway +* New York 18, N.Y. 
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LAG TABLETS & GRANULES 


FOR RESTORING AND 
STABILIZING THE INTESTINAL FLORA 


LACTINEX GRANULES and TABLETS contain a 
standardized viable mixed culture of Lactobacilli acidophi- 
lus and bulgaricus with the naturally-occurring metabolic 
enzymes produced by these organisms. 

LACTINEX TABLETS—A clinically proven treatment 
for gastro-intestinal disturbances, including diarrhea’ 
(antibiotic induced and others) in infants and adults. 

LACTINEX GRANULES—An especially designed 
dosage form (served on cereal, food or with milk) of this 
effective product for the pediatric and geriatric patient. 


Dosage: Three or four tablets or one packet, three or 
four times a day. 


Supplied —tablets in bottles of fifty — granules in boxes of twelve, 
one gram packets. 


1. Siver, Robert H.: Current Medical Digest, Vol. XXI, No. 9, September 1954. 
2. McGivney, John: Texas State Journal of Medicine, Vol. 51, No. 1, January 1955. 
3. Frykman, Howard M.: Minnesota Medicine, Vol. 38, No. 1, January 1955. 


HYNSON, WESTCOTT & DUNNING, INC. 
<> Baltimore 1, Maryland 
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and Management 


of Acute Renal Failure in the 


Obstetric Patient* 


ROY T. PARKER, M.D., HENRY D. McINTOSH, M.D., 
HARRY W. JOHNSON, M.D., and JAMES F. DONNELLY, M.D.,**t+ 


Durham, N. C. 


There is an increasing incidence of acute renal failure as an obstetric complication. Surgical 


management of obstetric situations, hemorrhage and transfusions all play a part in 


the in- 


creasing incidence. The proper management of the fluid-electrolyte balance in the 
presence of oliguria or anuria are the key to saving life in acute renal failures. 


OpsTETRIC COMPLICATIONS are the most fre- 
quent causes of acute renal failure. The syn- 
drome is important to the obstetrician since 
the incidence is increasing and since most of 
the deaths are preventable. The purpose of 
this report is to present our observations on 
the development and management of acute 
renal failure in the obstetric patient. The 
proper place of the artificial kidney in ther- 
apy will be discussed. 


The clinical features of acute renal failure 
have been adequately described and the con- 
cept of the pathologic process expanded by 
Bywaters! “crush syndrome,” Lucke? “lower 
nephron nephrosis,” and Oliver? “acute tu- 
bular necrosis.” The preferred terms for the 
syndrome are acute renal failure or acute 
tubular necrosis, since the entire tubule and 
even the glomerulus may be involved.* 


Incidence 


In the last 21 months on the obstetric and 
gynecologic service of Duke Hospital there 
have been 6 maternal deaths. Three of these 


*Read before the Section on Obstetrics, Southern Medical 
Association, Fifty-Second Annual Meeting, New Orleans, La., 
November 3-6, 1958. 

**Chairman, Maternal Welfare Committee of the Medical 
Society of the State of North Carolina. 

tFrom the Department of Obstetrics and Gynecology and 


= Department of Medicine, Duke University Medical Center, 
urham, N. C. 


deaths were associated with acute renal fail- 
ure. Two of these patients were referred with 
acute renal failure following eclampsia, 
hemorrhage, and operative delivery. Both are 
presented in detail, (Cases 1 and 2), as they 
illustrate pertinent features in the develop- 
ment and management of this disease. The 
third patient was referred with acute renal 
shutdown as a complication of hemolytic crisis 
due to sickle cell disease. She was at term, 
delivered a stillborn infant one hour after 
admission, and died twenty-four hours later, 
despite efforts to control the hemolytic proc- 
ess. Several other patients demonstrated acute 
urinary suppression, varying from the transi- 
tory oliguria of toxemia to the more pro- 
longed course compatible with acute tubular 
necrosis. 

In the 10 years, 1946-1956, the Maternal 
Welfare Committee of the State of North 
Carolina examined the clinical records of 
1,959 maternal deaths and determined that 
1,620 of these deaths were due directly to 
obstetric causes. In these 1,620 obstetric 
deaths, there were 94 (5.8%) associated with 
renal suppression. These 94 deaths are even 
more significant when the 10 year review is 
divided into two 5 year periods. From 1946 
to 1950 there were 844 (0.17% of live births) 


maternal deaths due to obstetric causes and 

of these deaths 37 (4.49%) were associated 
with renal suppression. From 1951 to 1956 
there were 776 (0.13% of live births) mater- 
nal deaths due to obstetric causes, and of 
- these deaths 57 (7.39%) were associated with 
renal suppression. This suggests an increase 
in the deaths associated with acute renal fail- 
ure even though the maternal mortality was 
declining (Table 1). 

Table 2 illustrates the primary cause of 
death in the 94 patients with renal suppres- 
sion. It is apparent from table 2 that the out- 
standing change was evident in the patients 
with hemorrhage. In the first 5 years ob- 
stetric hemorrhage complicated by acute renal 
failure was diagnosed in 9 patients, whereas in 
the second 5 years there were 23 patients who 
had obstetric hemorrhage and acute renal 
failure. In the past 10 years the number of 
hospital beds in North Carolina has increased 
by several thousand. Patients having obstetric 
hemorrhage are now hospitalized and _trans- 
fused more frequently. With the increasing 
use of whole blood transfusions, the number 
of patients dying from acute renal failure 
due to transfusion reaction has increased from 
two, 1946-1950, to ten, 1951-1956. In effect, 
the widespread use of transfusions may al- 
low many patients who formerly died of 
hemorrhage to survive, only to be afflicted 
with and possibly succumb to acute renal 
failure. 

These findings in North Carolina are 
comparable to the findings in other parts of 
the country. In the studies of Obert and 
Schreiner,> obstetric complications were the 
preceding cause of acute renal failure in 20 
to 40°, of patients. In females with acute 
renal failure 50° occurs as a compounding 
complication of pregnancy.+4 


Etiology and Pathology 


The three major factors predisposing to 
acute renal failure are: (1) peripheral cir- 


TABLE 1 


ACUTE RENAL FAILURE 
N. C. Committee on Maternal Welfare 


1946-50 1951-56 Total 


482,638 582,381 
Maternal deaths (Obst.) 
844 (0.17%) 


Live births 
1,065,019 


776 (0.13%) 1,620 
Renal suppression 
37 (4.4%) 


57 (7.3%) 94 (5.8%) 
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TABLE 2 


ACUTE RENAL FAILURE 
N. C. Committee on Maternal Welfare 
Primary cause of death (Renal Suppression) 


1946-50 1950-56 Total 
1. Toxemia 17 20 
2. Hemorrhage 9 23 » 
3. Infection 7 z 
4. Embolism 0 2 : 
5. Other obstetric causes 3 9 z 
6. Nonobstetric and unknown 1 l 9 


Related or possible etiology 
blood transfusion 2 10 


culatory collapse, (2) pigment excretion, and 
(3) nephrotoxic substances. The obstetric pa- 
tient is particularly vulnerable to all three 
of these major factors, singularly or in com. 
bination. Profound hemorrhage, often with 
infection, accompanies abortion and ectopic 
pregnancy. In the third trimester, placenta 
previa, premature separation of the normally 
implanted placenta, postpartum hemorrhage, 
ruptured uterus, and coagulation defects com- 
monly cause severe hemorrhage and periph- 
eral circulatory shock. 

These catastrophic hemorrhages frequently 
demand rapid and multiple transfusions and 
inevitably lead to human errors in cross 
matching and typing, not to mention the 
minor group incompatibilities which are be- 
coming more evident with increased and re- 
peated transfusions. The negro obstetric pa- 
tient is particularly susceptible to hemolytic 
crisis in sickle cell and especially $-C disease. 

The nephrotoxic factors are evident in 
bacterial infections and may be present in 
toxemia of pregnancy. The obstetric patient 
is susceptible to exogenous poisons, as is any 
other woman of this age group. 

Acute suppression of urine may result from 
two pathologic processes, acute tubular ne- 
crosis or acute bilateral renal cortical ne- 
crosis. 

Acute tubular necrosis is characterized pre- 
dominantly by tubular injury; however, the 
glomerulus may be involved as well. The 
individual lesions result from anoxic or 
nephrotoxic injury. The severity of the w- 
bular injury determines the extent to which 
healing and return of function may occur. 
If the basement membrane remains intact, 
epithelial cells may regenerate and the tubule 
may regain function. If the basement mem- 
brane is ruptured, i.e., tubulorhexis,> the 
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epithelial cells have no “skeleton” on which 
to regenerate, and tubular function is not 
recovered. The ultimate return of adequate 
renal function depends on the extent of re- 
generation. 

Bilateral renal cortical necrosis occurs less 
frequently than acute tubular necrosis. Ob- 
stetric complications are the most frequent 
antecedent cause of bilateral cortical necrosis; 
however, the genesis is uncertain. If regenera- 
tion and return of function do not occur, and 
if the involvement is extensive, death is in- 
evitable. 

A reliable clinical differentiation between 
acute cortical necrosis and acute tubular ne- 
crosis is impossible. The diagnosis can be 
confirmed only by pathologic study of the 
kidney. There is evidence to suggest that 
cortical necrosis may be a focal process and 
thus be reversible.75 Renal biopsy material 
may be misleading. Acute suppression of 
urine, therefore, should be treated as if it 
were caused by a reversible lesion. This con- 
cept is illustrated by management of the pa- 
tient in case 2. 

In a review of the cases of our own pa- 
tients and those patients from the files of 
the Maternal Welfare Committee of the State 
of North Carolina, it was apparent that all 
of these major obstetric complications, pre- 
disposing to acute renal failure, were accom- 
panied frequently by operative and often 
traumatic deliveries. The classic example 
would be the patient with severe toxemia, 
placental abruption, hemorrhage, delivery by 
cesarean section, shock, infection, and acute 
renal failure. 


Diagnosis 


Early diagnosis of acute renal failure de- 
pends upon an early recognition of decreased 
urinary output. Oliguria is defined as an 
output of less than 400 cc. per 24 hours. 
Anuria, for practical purposes, means a uri- 
nary output of less than 100 cc. per 24 hours. 
Certain immediately remediable causes of 
acute urinary suppression need to be con- 
sidered in the differential diagnosis. 


First is the prerenal oliguria of dehydra- 
tion which is recognized usually by the his- 
tory of vomiting and/or diarrhea, clinical 
evidence of dehydration, and the presence of 
a concentrated urine. A further check on the 
diagnosis is made by the rapid intravenous 


ACUTE RENAL FAILURE IN THE OBSTETRIC PATIENT—Parker et al. 


253 


infusion of 1,000 cc. of fluid with appropriate 
electrolytes over a 30 to 60 minute period. 
The patient is observed carefully. A person 
who is simply dehydrated will excrete upward 
of 20 cc. of urine per hour. 

A second type of urinary suppression is the 
oliguria of preeclampsia and eclampsia. This 
is often a transitory oliguria probably due 
to arteriolar spasm, resulting in decreased 
glomerular filtration. It may be the early 
phase of acute tubular necrosis,® but usually 
it is a self-limited process and responds to 
conservative therapy for toxemia. These pa- 
tients are almost always hypervolemic, and 
if there is any question of diagnosis one 
should employ weighing rather than fluids. 


The third condition to be excluded is ob- 
structive uropathy due to crystalluria, calculi, 
operative trauma, malignancy, or extrinsic 
pressure. If these features are tenable, appro- 
priate diagnostic studies should be done im- 
mediately. 


Management 


Death from acute renal failure occurs more 
often from overtreatment than from under- 
treatment. The three major causes of death 
are: (1) overhydration during the early 
oliguric phase of the disease resulting in 
acute pulmonary edema, (2) hyperkaliemia 
leading to cardiac toxicity, and (3) prolonged 
or fulminating uremia with degenerative 
changes. An adequate plan of therapy is based 
on the prevention or correction of these lethal 
complications, since, in most instances, the 
kidney is capable of complete recovery. 


Two patients are presented, each to illus- 
trate special features in management. 


Case 1. R. P., a 27 year old colored woman, para 
9-2-8, was admitted to another hospital on April 4, 
1957, with a diagnosis of pregnancy at term; pre- 
eclampsia, severe, B.P. 160/120; and early labor. Six 
hours after admission profuse uterine bleeding began; 
the B.P. was 210/140. Therapy for toxemia was de- 
layed and consisted of magnesium sulfate and meperi- 
dine HCl (Demerol). She was given intravenous glu- 
cose and water. The first transfusion was given three 
hours after the onset of bleeding, the B.P. was 60/0. 
Fetal heart sounds were not audible. A clotting de- 
fect was said to be present, and she was given | Gm. 
of fibrinogen. She had a rather rapid labor and 
spontaneously delivered a 7 Ib. 15 oz. stillborn infant. 

The patient had a chill after the initial transfusion. 
A second and a third transfusion were attempted, 
but had to be discontinued because of reactions. The 
B.P. was 120/80, the pulse 100. Bleeding continued 
postpartum and she was given another gram of 
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FIG. 1 
ACUTE RENAL FAILURE 
R.P_ £52868 
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Day | 2 31415 
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2000+ \ / 


1000 
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x----x intake output 
(Case 1) 


fibrinogen. Twelve hours after admission and two to 
three hours after delivery the patient developed jaun- 
dice. No urine had been excreted on the day of 
delivery and the output was only 50 cc. on the first 
postpartum day. During the ensuing three days her 
condition deteriorated; the urine output never ex- 
ceeded 150 cc. per day, and the daily fluid intake 
ranged from 1,370 to 3,000 cc. on the fourth day 
(Fig. 1). 

The patient was referred to Duke Hospital on the 
5th postpartum day because of renal failure. On ad- 
mission she was found to have pulmonary congestion 
and abdominal distention. The B.P. was 190/100, 
pulse 104, respirations 48. Soon after admission she 
developed acute pulmonary edema which persisted 
despite morphine, dry phlebotomy, digitalization, and 


TABLE 3 
ACUTE RENAL FAILURE 
(CASE 1) 
E 52868 
Postpartum 
0 I 2 3 4 5 
NPN 64 88 60 107 168 
K 6 
Cl- 100 92 
Na 137 
CO, 17 19 
Ca 6 
P 13 
EKG K+? 
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oxygen by positive pressure. Blood chemical studies 
revealed a serum potassium of 6 mEq./L; the EKG 
showed hyperkaliemic toxic changes (Table 3). 


The patient died in pulmonary edema 18 hows 
after admission. During this interval she excreted 49 
cc. of urine and received only 250 cc. of concentrate 
glucose by femoral catheter. 


Autopsy was not obtained. The clinical impression 
was death due to acute pulmonary edema secondary 
to overhydration in the oliguric phase of acute renal 
failure. 


Case 2. M. C., a 23 year old negress, para 2.01, 
was admitted to another hospital on May 3, 1957, at 
term pregnancy with eclampsia and severe uterine 
hemorrhage. The patient had had no prenatal care. 
The B.P. was 240/130; the Hgb. 5 Gm. She was 
transfused with 2,500 cc. of whole blood and given 
sedation. A cesarean section and _ bilateral salpin- 
gectomy were performed on the same day. The in. 
fant was stillborn. During the operation her blood 
pressure fell to shock levels. The patient's urinary 
output was less than 100 cc. per day for the first 
three days after operation. During this interval she 
received 3,000 cc. of 5% dextrose in water intra- 
venously. She had fever and was treated with peni- 
cillin and streptomycin. 

The patient was transferred to Duke Hospital on 
May 6, 1957, because of anuria. On admission the 
B.P. was 180/130, pulse 120, respirations 28, and the 
temperature 38° C. She was lethargic. Her breasts 
were lactating. The abdomen was soft and the uterus 
was involuting normally. There was a 2+ pitting 
pretibial edema. Neurologic examination was _nega- 
tive. Hgb. was 4.7 Gm., RBC 2.7 million, WBC 34,000; 
the urine showed 3+ protein, was loaded with WBC 
in clumps, no RBC or casts, but many gram-negative 
bacilli. 


Our initial impression was eclampsia, abruptio 
placentae with profound hemorrhage, prolonged shock, 
the third day after cesarean section, and anuria due 
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TABLE 4 

ACUTE RENAL FAILURE 
(Case 2) 
M.C. E54404 

P.O. Day 4 5 6 7 8 9 1 1 12 13 14 15 
NPN 120 135 195 275 350 
k 5.1 4.5 4.9 5.4 6.1 5.1 4.5 4.0 4.1 4.4 4.1 5.0 
94 96 108 91 86 
Na 130 134 135 150 158 158 
C0. 18 20 20 17 17 22 21 25 28 29 25 20 
6.0 
P 22 23 
Uric Acid 18 26 34 
EKG K+ K+?t 
Resin xX x % x 
to acute tubular necrosis or bilateral cortical necrosis FIG. 3 
of the kidneys. ACUTE RENAL FAILURE 


The initial treatment plan consisted of strict water 
balance, 100 Gm. or more of glucose daily, regular 
insulin, respiratory isolation, and tetracycline HCl 
(Achromycin) for the urinary tract infection. The 
streptomycin was discontinued immediately. The pa- 
tient was coherent, cooperative, and not nauseated. 
She was fed concentrated glucose orally and tolerated 
it well. The fluid intake was limited to an amount 
equal to the urinary output plus the estimated in- 
sensible loss, less the estimated water of oxidation. 
This averaged about 500 to 700 cc. intake each day. 
The urinary output never exceeded 150 cc. per day. 
She lost about the desired one pound each day 
(Fig. 2). 

On the 8th day after the initial renal insult, the 
EKG showed the first signs of hyperkaliemia, spiking 
of the T-wave, and the serum potassium had _in- 
creased to 6.1 mEq./L. Sodium ion exchange resin* 
was given orally for 5 days with good response. The 
EKG reverted to normal, and the serum potassium 
decreased to 4 mEq./L. In addition, she was given 
calcium gluconate to combat the cardiotoxic effects 
of the hyperkaliemia and to prevent tetany. The CO, 
never dropped below 17 mEq./L. and was not treated 
specifically. The N.P.N. steadily rose to 350 mg. per 
100 cc. (Table 4). 

The Hgb. was in the 6 to 7 Gm. range until the 
Ilth day when it dropped to 4.5 Gm. She was given 
500 cc. of fresh blood, with the serum removed, on 
the 12th and 13th days. On the 14th day of anuria 
she developed twitchy muscular seizures, respiratory 
distress necessitating a tracheotomy, and became rest- 
less and disoriented. The mode of administration of 
fluid and glucose was changed to the vena caval route 
by a polyethylene catheter through the femoral vein. 
On the 15th day she developed coma, hemorrhagic 
diathesis and died a uremic death (Fig. 3). 

Autopsy findings were bilateral renal cortical ne- 
crosis and the findings of uremia and eclampsia (Figs. 
4 and 5). 


Discussion 


The management of a patient in acute 
renal failure involves: maintenance of fluid 


Generously supplied by Dr. B. L. Martz, Clinical Research 
Division, Lilly Research Laboratories, Indianapolis, Ind. 


M.C. E54404 


Post op. Day iia 


230 


Blood | 
Pressure 
150+ 


210 Systolic 
190 
| Diastolic 


36°+ 
Penicillin 
(100,000 units)|> 300/300/300) 300} 
Achromycin 
400 200|200200) 
(Case 2) 


balance, consideration of caloric requirements, 
electrolyte and biochemical control, preven- 
tion of infection, reduction of tissue destruc- 
tion, correction of anemia, and artificial 


dialyzation. 


The first patient illustrates one of the most 


FIG. 4 


(Case 2) Photographs illustrating renal cortical necrosis. 


P 
Temp. 38° 
14) 15) 
} 
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(Case 2) Photomicrograph demonstrating cortical necrosis. 


common errors in the management of patients 
in acute renal failure, namely, overhydration 
in a closed system, leading to pulmonary 
edema and death. 

Fluid balance begins with fluid restriction. 
The amount of fluid to be given a patient 
in acute renal failure must be calculated ac- 
curately. First, the urinary output, diarrhea, 
vomitus, and gastric aspirate must be meas- 
ured. The insensible water loss is approxi- 
mately 800-1,000 cc. per day in a 70 kilogram 
patient, with a slight increase in warm climate 
or with fever and hyperpnea. Balanced 
against the fluid output is the intake, an 
important portion of which is the water of 
oxidation. This water of catabolism amounts 
to about 500 cc. of sodium-free water per 24 
hours and is important in the postpartum 
patient since there is always considerable 
tissue destruction. The exogenous intake of 
a patient in acute renal failure should be 
limited to the difference in insensible loss 
(1,000 cc.) and the water of oxidation (500 
cc.) or about 500 cc. of water per 24 hours 
plus the measured output. The second pa- 
tient illustrates adequate management of 
fluids. The patient should be weighed ac- 
curately each day; a one-half to one pound 
loss per day is desirable. We prefer to give 
the small amount of fluid as a slow drip by 
the vena caval route through a femoral or 
basilic vein catheter rather than orally, un- 
less the patient is completely cooperative. Ice 
chips should be included in the daily fluid 
intake; a teaspoonful of ice chips per hour 
will yield about 250 to 300 cc. of water per 
day. 
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A sufficient caloric intake is provided by 
200 to 250 Gm. of glucose daily. Proteins are 
contraindicated and fats probably are pot 
necessary. Gamble, in his starvation studies, 
showed that 100 Gm. of carbohydrate per 24 
hours is enough to spare protein and prevent 
ketosis. If the vena caval route is employed, 
hypertonic glucose, 20 to 50%, can be given 
as a constant drip over a 24 hour period. This 
method provides the desired calories in aq 
limited fluid intake. 

Hyperkaliemia is the important electrolyte 
problem since it produces death most fre. 
quently. In the patient who survives the first 
few days of renal shutdown, hyperkaliemia 
almost invariably develops. The rapidity with 
which the serum potassium rises is partly 
dependent on the amount of injured and 
necrotic tissue present. There is also a shift 
of intracellular potassium. Determination of 
serum potassium is helpful, but serial electro- 
cardiograms actually indicate the toxicity of 
the elevated potassium to the cardiac muscle. 
Table 5 enumerates the progressive EKG 
changes of hyperkaliemia.'! Once the diag- 
nosis of acute renal failure is made, potas- 
sium in any form is contraindicated, includ- 
ing the potassium salt of penicillin. The 
toxicity of hyperkaliemia is combated by sev- 
eral measures which are illustrated in case 2. 
First is the administration of regular insulin 
with the daily hypertonic glucose; one unit 
of insulin is used per 3 to 4 Gm. of glucose. 
Calcium gluconate, 1 to 2% solution, may 
be added to the glucose. Second is the use 
of sodium cycle cation exchange resins either 
orally or in hypertonic glucose solution rec- 
tally. Correction of hyponatremia and acidosis 
aids in decreasing the cardiotoxicity of a 
given elevated level of potassium. Dialyzation 
by the artificial kidney is employed if these 
measures fail. 


Other electrolyte disturbances usually in- 


TABLE 5 
EKG SIGNS OF HYPERKALIEMIA 


. Increased amplitude of T-waves. 

Depression of ST segments. 

. Decreasing amplitude of R-wave. 

Prolongation of the QRS and PR interval. 

Decreased amplitude and disappearance of P-waves. 
T-waves decrease amplitude as QRS complex widens. 
- QRS and T-wave merge into a sine wave. 
Bradycardia, arrhythmia, PVC in paroxysms. 

. Asystole. 


VOLU 


clud 
ceml 
dilu! 
trace 
to le 
set 
com 
necé 
nate 
and 
may 
is le 
con 
con 
the: 
duc 
sem 
use 


: 
me 
4 can 
ma 
sul 
ure 
| 
the 
cit 
by 
ha 
— th 
kr 
be 
nl 
| 
n 
N 
} 5] 
0 
( 
| 


VOLUME 52 


clude hyponatremia, acidosis, and hypocal- 
cemia. The hyponatremia is due to hemo- 
dilution and to an intracellular shift of ex- 
tracellular sodium. The sodium rarely falls 
to levels that require correction. Acidosis per 
se rarely needs correction unless the CO, 
combining power falls below 15 mEq./L. If 
necessary, sodium lactate or sodium bicarbo- 
nate may be used in the treatment of acidosis 
and hyponatremia. The correction of acidosis 
may precipitate tetany if the serum calcium 
is low. Tetany is prevented or treated by the 
concomitant administration of calcium glu- 
conate. The primary indication for treating 
these three electrolyte disturbances is to re- 
duce the cardiotoxic effects of hyperpotas- 
semia. Frequently this correction serves as a 
useful temporary adjunct until more effective 
means of controlling the elevated potassium 
can be employed. 

Less significant electrolyte changes are 
manifested in the elevated phosphate and 
sulfate radicals, which probably act as weak 
bases and apparently add nothing to the 
uremic acidosis. With rising phosphate levels 
there is a concomitant fall in the serum cal- 
cium. It is possible to lower the phosphate 
by giving aluminum hydroxide. On the other 
hand, a rise in the calcium will not affect 
the level of the phosphate. Serum magnesium 
parallels the rise in potassium; this is of un- 
known significance. 


The development of the uremic state is to 
be expected in patients with acute renal in- 
sufficiency. The rapidity with which the 
nitrogenous products rise is dependent in 
part on the amount of tissue destruction. All 
necrotic tissue should be debrided. The 
N.P.N. may rise to 250 to 400 mg. per 100 
c., this occurred in the second patient pre- 
sented. Administration of adequate glucose 
spares body protein. Fever should be treated 
by sponging if necessary. Pericarditis and 
other signs of uremia may develop but are 
expected to disappear with recovery, unlike 
the irreversible uremic changes of chronic 
renal failure. 


Patients with acute renal failure are sus- 
ceptible to infections. They should be subject 
to respiratory precautions, and surgical 
wounds should be dressed under strict aseptic 
precautions. Injudicious catheterizations are 
to be avoided. The use of antibiotics should 
be restricted to the treatment of specific in- 
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fections as they occur. A word of caution 
about putting antibiotics into a closed system 
is necessary. Streptomycin, for instance, is ex- 
creted primarily by the kidneys, and when 
given to patients in anuria, toxic effects may 
be expected on relatively low doses in a 
short period of time. 

Certain hemolytic changes occur invari- 
ably in this disease. Anemia develops which 
usually stabilizes at about 20 to 25° hemato- 
crit and is generally well tolerated. Trans- 
fusion, when needed, should consist of slow 
infusion of fresh packed red cells, since the 
deterioration of red cells in stored blood 
adds undesired potassium. The volume of the 
transfusion must be calculated in the day’s 
fluid intake. The exact mechanism of the 
anemia is uncertain, but probably is related 
to hemolysis and decreased erythropoiesis. 
The second abnormality of hemolytic impor- 
tance is the development of a bleeding ten- 
dency common in late uremia. Transfusion 
may help and artificial dialyzation is indi- 
cated as there is no other effective means of 
reducing the N.P.N. 


Cardiac complications are common through- 
out the entire illness. Congestive heart fail- 
ure in the early course of the disease is pre- 
vented by adequate fluid balance. The dan- 
gers of hyperkaliemia have been discussed. 
The use of digitalis, except in intractable 
heart failure and arrhythmias, is contrain- 
dicated. These patients are refractory to the 
usual doses of digitalis because of hyper- 
kaliemia and acidosis, and the dose required 
may be toxic and even lethal when the po- 
tassium is brought back to normal levels. 
This presents a serious problem in dialysis. 
Short acting digitalis preparations in lowered 
(2/3) doses are employed for arrhythmias. 
Diuretics are useless or even harmful. 

Anorexia, nausea, vomiting, diarrhea, and 
abdominal distention often occur. Features 
of uremia as somnolence, restlessness, stupor, 
and weakness are commonly seen. Medication 
given for any of these symptoms must be 
selected by its mode of inactivation and its 
content of potassium. Parotitis may be pre- 
vented by having the patient suck a lemon 
periodically. A clear airway must be main- 
tained, by tracheotomy if necessary, as in 
case 2. 

Artificial dialyzation. The majority of 
the patients with acute renal failure will re- 
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cover from the oliguric phase on conservative 
management as outlined. Some will need ar- 
tificial dialyzation. The preferred method of 
dialyzation is the artificial kidney. The dan- 
gers associated with the artificial kidney are 
minimal. 

Indications for the use of the artificial 
kidney are threefold: (1) progressive hyper- 
potassemia, not controlled by conservative 
measures as previously outlined; (2) uremia 
as judged, not by the N.P.N., but by the 
clinical course of the patient, that is, stupor, 
restlessness, severe acidosis, and/or a bleeding 
tendency; and (3) overhydration, since the 
Kolff type artificial kidney can remove fluid 
by ultrafiltration. 

Diuretic phase. This phase of acute renal 
failure begins when the urinary output rises 
above 400 cc. per day. Meticulous manage- 
ment does not end as this phase begins. Swan 
and Merrill"! report that 25% of the deaths 
occur in the diuretic phase. The better the 
management of the oliguric phase, the easier 
is the management in the diuretic phase. 
Water overloading produced the massive 
diuresis so frequently observed in the past. 
The same formula for calculating fluid in- 
take still prevails, save for the fact that in 
an’ overhydrated patient, volume of fluid 
equivalent to urinary output should not be 
administered until the overhydration has 
been corrected. Again, the use of scales is an 
important part of treatment. At this stage 
of the disease the kidneys are not normal, 
and electrolytes are lost as glomerular filtrate 
and must be replaced accordingly. The re- 
placement of the electrolytes and the admin- 
istration of the fluids must be done daily for 
each patient according to the clinical course. 


The immediate prognosis of most patients 
with acute tubular necrosis under proper 
management is good. Long-term prognosis 
in patients with no pre-existing renal disease 
is likewise good though recovery may be pro- 
tracted!*:18 and residual damage evident. 


Summary 


The apparent increasing incidence and 
causes of acute renal failure in pregnancy are 
reviewed. The problems in diagnosis are dis- 
cussed. 


Two patients are presented in detail. One 
illustrates death due to overhydration in the 
anuric phase of the disease. The second dem- 
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onstrates proper management, including the 
manifold complications of hyperkaliemia and 
uremia, and yet death occurred due to the 
irreparable damage of bilateral cortical pe. 
crosis. 


The problems in management are pre- 
sented, and emphasis is placed on meticulous 
conservative observation of the patient and 
the use of scales and the use of the electro. 
cardiogram. The limited and yet vital need 
for the artificial kidney is outlined. 


Early recognition of anuria, an under. 
standing of the disturbed physiologic proc. 
esses, an appreciation of the clinical course, 
and careful management will prevent many 
unnecessary deaths in acute renal failure com- 
plicating pregnancy. 
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Discussion (Abstract) 


Dr. Lawrence L. Hester, Jr., Charleston, S. C. The 
authors have called to our attention the increasing 
problem of acute renal failure associated with the 
complications of pregnancy. The suggested manage- 
ment of acute renal failure is excellent and I commend 
it to you. I would like to re-emphasize several points 
that were made in the paper, and also discuss several 
minor points of disagreement. 

The fact that death due to transfusion reactions is 
increasing, deserves re-emphasis. One should think 
twice before a blood transfusion is ordered, and too 
much care cannot be exercised in checking to see that 
the patient receives the proper blood. 
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Acute renal failure should be considered in any of 
the complications of pregnancy, and shock does not 
have to be present for acute anuria to occur. If the 
patient with abruptio placenta is admitted to the 
ward and no urine is obtained upon catheterization, 
acute anuria should be considered. However, this does 
not mean that shock should not be combated with 
blood transfusions, but one should constantly be re- 
minded that this additional complication may be pres- 
ent and overhydration in this patient should not be 


done. 

The amount of fluid to be given a patient in acute 
renal failure must be calculated accurately. During the 
period of oliguria or anuria, no definite rule, such as 
500 or 1,000 cc. daily plus urinary output, can be set 
regarding the fluid intake. The daily fluid intake is 
governed by the amount of blood, plasma, and fluid 
given to combat shock, the amount of edema present, 
and the urinary output. The edema present reduces 
the available storage space for excessive fluids and in- 
creases the possibility of the development of pulmon- 
ary edema and death. In the presence of marked 
edema and moist rales at the lung bases, no fluids in- 
travenously or by mouth should be given, thereby pre- 
venting the development of pulmonary edema. When 
the extra-cellular storage space and the vascular system 
are overloaded, phlebotomy may be a lifesaving meas- 
ure. Following phlebotomy one-half the amount of 
blood removed is replaced in the form of whole blood 
that has a known high hemoglobin concentration or 
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by transfusion with the patient’s own red cells that 
have been withdrawn. We prefer to give our fluids 
orally, being positive that the patient receives no other 
fluids or food, unless circumstances make it necessary 
to use the intravenous route. Ginger ale with Karo 
syrup, approximately 3 to 4 oz. of Karo to 500 cc. of 
ginger ale, is given daily unless pulmonary rales de- 
velop. One may use Dexin if the Karo-ginger ale mix- 
ture is too sweet. 

Hyperkaliemia is the important electrolyte problem 
since it quite frequently produces death. It is to be 
emphasized that serial electrocardiograms are of far 
more value than single electrocardiograms to enume- 
rate the progressive EKG changes of hyperkaliemia. 
Even after diuresis begins there is a lag period before 
there is a drop in the serum potassium and N.P.N. 
This period of beginning diuresis is extremely impor- 
tant, and a maternal death occurred on our service 5 
years ago from hyperkaliemia 36 hours after diuresis 
began due to our failure to realize the continued re- 
tention of potassium and nitrogenous products during 
the early stage of diuresis. 

The artificial kidney is of extreme importance in 
the treatment of acute anuria, and patients with this 
complication should be referred to centers where one 
is available. Last, it should be emphasized that acute 
anuria is a problem for a team, it should be handled 
by men experienced in the treatment of anuria and/or 
oliguria, and not by separate individuals or depart- 
ments. 
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The diagnosis of malignant neoplasms of the thyroid may be difficult. Surgical management 
in a given case depends greatly upon the surgeon's knowledge of the natural course of the 
disease. The dependence of the tumor upon thyroid stimulating 


hormone is not to be disregarded. 


‘THE DIFFERENCE OF OPINION regarding the 
appropriate management of thyroid cancer 
can best be related to a lack of appreciation 
of the biology and natural history of this dis- 
ease. Whereas it is true that many neoplasms 
of the thyroid may be somewhat indolent in 
their growth, it is also true that they possess 
the property of local invasion as well as the 
ability to metastasize. Death may occur from 
either of these characteristics. The biology of 
nodular goiter and thyroid cancer has many 
features in common and knowledge of each 
becomes important in attempting to differen- 
tiate the relatively common nodular goiter 
and the more uncommon, but lethal, thyroid 
neoplasm.! It is because of this similarity that 
so frequently differentiation can be made 
only by surgical excision or biopsy. A discus- 
sion of the management of thyroid cancer 
would be remiss without appropriate consid- 
eration of these biologic characteristics. 
Implicit in such consideration is the role of 
hormonal regulation as it influences current 
surgical treatment. 


The Natural History of Thyroid Cancer 


Although most thyroid neoplasms present 
a somewhat variegated microscopic appear- 
ance, the biologic characteristics of the tumor 
can usually be predicted from the predomi- 
nating histologic pattern.?;> Morphologically, 
most thyroid cancers fall into the general cat- 
egory of, (1) poorly differentiated or solid 
carcinoma (Fig. 1), (2) papillary adenocarci- 


*Read before the Section on Surgery, Southern Medical As- 
sociation, Fifty-Second Annual Meeting, New Orleans, La., 
November 3-6, 1958. 

+From the Department of Surgery and the North Carolina 
Memorial Hospital, University of North Carolina School of 
Medicine, Chapel Hill, N. C. 


On the Surgical Management 
of Thyroid Cancer: 


COLIN G. THOMAS, JR., M.D..t Chapel Hill, N. C. 


A poorly differentiated tumor arising in a 70 year old 
woman and showing no evidence of dependency on thyro- 
trophic hormone. 


noma (Fig. 2), or (3) alveolar adenocarcino- 
ma (Fig. 3).4 
Poorly differentiated carcinoma of the thy- 


A predominantly papillary adenocarcinoma; the pulmonary 
metastases showed dramatic regression after the administra- 
tion of desiccated thyroid. 
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A well differentiated, colloid-producing alveolar carcinoma; 
cervical lymph node metastases have shown no evidence of 
progressive growth on 8 grains of desiccated thyroid daily 
over a period of 4 years. 


roid presents a solid appearance histologic- 
ally, with little evidence of follicle formation 
or papillary pattern. This type of thyroid 
cancer is least common (20 to 30% of all neo- 
plasms) and has an age and sex distribution 
similar to cancer elsewhere in the body. These 
neoplasms, in contrast to papillary and alve- 
olar carcinoma, grow rapidly with direct ex- 
tension to adjacent muscles, nerves, and 
trachea, in addition to producing lymph 
node, bony, and pulmonary metastases. Occa- 
sionally the rapidity of growth is such as to 
simulate subacute thyroiditis. When the neo- 
plasm is confined to the thyroid gland, recog- 
nition and differentiation of the small-cell 
variety from unilateral chronic thyroiditis 
may be virtually impossible by gross examina- 
tion. These tumors are biologically inde- 
pendent as shown by failure to collect iodine, 
and their inability to be suppressed by thyro- 
trophic hormone.* As a consequence, surgery 
remains the only effective method of therapy. 

The results of surgical treatment of this 
type of tumor, however, if the neoplasm has 
extended beyond the capsule of the thyroid, 
are poor. Approximately 75% of these pa- 
tients die within the first three years after 
diagnosis (Fig. 4). Survival beyond this pe- 
riod may be accompanied by a much better 
prognosis. 

Papillary adenocarcinoma and_ alveolar 
adenocarcinoma comprise the remaining neo- 
plasms of the thyroid. Papillary cancer is 
slightly more common. Rarely are the papil- 
lary tumors “pure” in appearance; they usual- 


ly exhibit an admixture of follicular ele- 
ments. Both papillary and alveolar adenocar- 
cinomas may be characterized by onset at an 
early age, a time when the thyroid is physi- 
ologically most active. They predominate in 
the female sex and, though they may exhibit 
lymph node, bony, and pulmonary metas- 
tases, they are somewhat indolent in their 
growth. In some series the papillary tumors 
metastasized predominantly to the lymph 
nodes and lung, and the alveolar tumors in- 
volved primarily lung and bone. None of 
these patterns of metastasis are very consist- 
ent, however, and since there is some evidence 
of “progression” of these neoplasms, a vari- 
able pattern of behavior must be anticipated. 
Of considerable consistency is the infrequency 
of bony metastases with either of these 
tumors in children.® In contrast to the mor- 
tality associated with poorly differentiated 
tumors, only 20° of patients with alveolar 
carcinoma and 10% of patients with papil- 
lary lesions who have been treated by surgical 
excision die within the first three years after 
diagnosis (Fig. 4). 

A most important feature of these papillary 
and alveolar neoplasms is their relationship 
to thyrotrophin of the anterior pituitary 
gland.’ The age of onset, sex, and their in- 
dolent growth suggest that TSH may serve as 
a promoting factor in their origin. Further- 
more, many of these tumors are capable of 
collecting iodine and synthesizing an_iodi- 
nated protein which may have the calorigenic 
properties of thyroid hormone. In the evalu- 
ation and treatment of such neoplasms great 
advantage can be taken of their dependent 
and functional nature. 


Surgical Management 


Although surgery remains the chief weapon 
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against thyroid cancer, there is controversy 
over the indications for biopsy, lobectomy, 
total thyroidectomy, and neck dissection in 
the management of these tumors.7-10 


Incisional and excisional biopsy. The most 
common problem is a mass presenting in one 
lobe of the thyroid. Under such circumstan- 
ces, exposure and an excision by means of an 
extracapsular hemithyroidectomy seems most 
appropriate. At the same time a careful ex- 
amination for deposits in the regional lymph 
nodes is mandatory. (See discussion on neck 
dissection.) Having performed a lobectomy 
for papillary or alveolar adenocarcinoma (as 
demonstrated by “paraffin” sections), with an 
adequate margin of normal tissue and in the 
absence of evidence of extension to, or in- 
volvement of the opposite lobe or regional 
lymph nodes, we have been reluctant to ad- 
vise further surgery. Realizing, however, that 
the same “promoting” factors are still opera- 
tive and that there is an increased incidence 
of neoplasm in the opposite lobe, we have 
been very careful to utilize complete replace- 
ment therapy with thyroid hormone in the 
subsequent management of these patients. 


Whereas most thyroid nodules should be 
approached by a lobectomy, thereby perform- 
ing an excisional biopsy, there does seem to 
be a place for an incisional biopsy of thyroid 
cancer prior to definitive surgical treatment. 
The problem of differentiating between a 
diffusely infiltrating carcinoma of the thy- 
roid and diffuse thyroiditis may be most dif- 
ficult. An excisional biopsy cannot be _per- 
formed without a total thyroidectomy. Under 
these circumstances an_ incisional biopsy 
through a short transverse incision is pre- 
ferred. As in any malignant neoplasm, it is 
most important to minimize contamination of 
the wound and possible seeding by neoplastic 
cells. The presence of carcinoma as demon- 
strated by permanent histologic sections can 
then be treated by total thyroidectomy with 
or without neck dissection, including com- 
plete excision of the biopsy site. Thyroiditis, 
if identified, can usually be handled by non- 
operative means. 


The second indication for biopsy is the pa- 
tient presenting with enlarged, hard cervical 
nodes with or without a palpable mass in the 
thyroid. Such a patient can be treated more 
intelligently with a histologically proven diag- 
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nosis. An excisional biopsy of a metastasis in 
a lymph node is well justified. The biopsy 
site can then be excised at the time of defini. 
tive surgery. Particularly would this seem to 
be desirable in young individuals in whom 
the problem of malignant lymphoma is fre. 
quently present. 

Total thyroidectomy. The development of 
thyroid cancer is probably associated with a 
promoting factor supplied by thyrotrophic 
hormone. As a consequence multifocal sites 
of origin might be anticipated and indeed 
have been demonstrated. The incidence of 
bilateral involvement of the thyroid gland 
with carcinoma has been surprisingly uni- 
form in several series, approximately 13 per 
cent.*:3,911 Such an incidence would seem to 
argue for complete removal of the gland 
when the diagnosis has been established prior 
to, or at the time of the initial operative pro- 
cedure. The hazards of total thyroidectomy 
are primarily those related to bilateral dam- 
age of the recurrent laryngeal nerves and para- 
thyroid insufficiency. The recurrent laryngeal! 
nerves are usually much easier to conserve 
than are the parathyroid glands. In the ab- 
sence of the ability to identify and preserve 
one or more parathyroid glands, a near total 
thyroidectomy, leaving the posterior capsule 
on the normal side, will diminish the inci- 
dence of hypoparathyroidism. A deterrent to 
total thyroidectomy is the patient who, be- 
cause of age, psychic or economic status, can- 
not be relied upon to continue on replace- 
ment of thyroid hormone to prevent the de- 
velopment of hypothyroidism. The maximum 
production of TSH in association with hypo- 
thyroidism may provide the optimum growth 
stimulus for any remaining thyroid cancer.” 

Neck dissection. It would seem self-evident 
that the indications for removal of cervical 
lymph nodes in this disease would be the 
presence of metastatic cancer. The problem 
has been approached from a statistical view- 
point, citing the high incidence of lymph 
node metastases as a justification for radical 
neck dissection in all patients with operable 
thyroid cancer.®13 Others have advised node 
dissection only when there is clinical evidence 
of involvement of lymph Carci- 
noma of the thyroid is unique in that the 
routes of lymphatic drainage are singularly 
available for examination at the time of re- 
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moval of the primary tumor. The identifica- 
tion of the course of the recurrent laryngeal 
nerve, as is carried out in most operative pro- 
cedures, immediately exposes the first echelon 
of lymph node defenses and the most common 
sites of metastasis. The middle, anterior and 
lateral jugular nodes about the level of the 
middle thyroid vein and the recurrent chain 
of nodes paralleling the recurrent laryngeal 
nerve can be carefully inspected and palpated 
for evidence of metastasis at the time of ex- 
amination of the primary mass in the thyroid. 
Furthermore, the other common sites of me- 
tastasis, namely, the lymph nodes of the in- 
ferior deep jugular chain as well as those of 
the pretracheal and prelaryngeal area, can be 
inspected and palpated when the thyroid 
gland is exposed. Only the lymph nodes in 
the superior deep jugular chain are not read- 
ily visualized through the usual operative in- 
cision. It is our practice, therefore, to utilize, 
as an indication for neck dissection in thyroid 
cancer, the presence of enlarged lymph nodes 
as determined by the findings at operation. 
Such a policy requires that the surgeon have 
an exact knowledge of the lymphatic supply 
and regional drainage of the thyroid gland, 
as well as potential sites and the usual loca- 
tion of lymph node metastases. 


Although the lymphatic drainage of the 
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FIG. 6 


LATERAL COLLECTING TRUNKS —RIGHT & LEFT 
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internal jugular chain 
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internal jugular chain 
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*Cross carotid sheath anteriorly or 
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Lateral lymphatic collecting trunks. 


thyroid has received considerable study, most 
descriptions provide only the broadest out- 
lines and detailed findings are not empha- 
sized. For this reason the following resumé is 
presented, based primarily upon the studies 
of Rouviere.!4 


A lymph capillary network envelops all thyroid fol- 
licles and drains into a superficial subcapsular lymph 
plexus which extends over the entire surface of the 
gland. Six groups of collecting trunks arise from this 
network. 


1. The median superior collecting trunks (three to 
four in number) originate in the superior part of the 
isthmus and the adjacent medial parts of the lateral 
lobes, ascend in front of the larynx and terminate in 
the subdigastric nodes of the internal jugular chain 
(Fig. 5). The course of these vessels may be interrupted 
by prelaryngeal node (“Delphian”) from which 
lymph may either pour into the transverse chain of 
the pretracheal nodes below the isthmus or into the 
inferior nodes of the internal jugular chain. Occasion- 
ally one or several of the median superior collecting 
trunks run superiorly and laterally to terminate in a 
lateral or anterior node of the internal jugular chain 
at the level of carotid bifurcation. 


2. The median inferior collecting trunks drain the 
inferior portion of the isthmus and the anterior and 
medial portions of the inferior lobes, descend with 
the inferior thyroid veins and empty into the trans- 
verse pretracheal chain of nodes (Fig. 5). Intercalated 
nodes sometimes interrupt the course of these vessels. 
The pretracheal nodes vary from two to nine in num- 
ber, being located in front of the trachea between the 
thyroid gland and innominate vein. The transverse 
position of these nodes form a lymphatic barrier 
which takes up the greater part of the collecting ves- 
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sels descending from the thyroid. Efferent vessels from 
these nodes empty either into nodes of the recurrent 
chain, inferior jugular chain, or thoracic duct. Occa- 
sionally an efferent vessel may empty into an anterior 
mediastinal node near the junction of the innominate 
vein. The pretracheal nodes, their afferent and effer- 
ent vessels, as well as the inferior thyroid veins are for 
the most part encased in the pretracheal fascia. 

3. The right and left lateral collecting trunks origi- 
nate in the anterior lateral and posterior parts of the 
lateral lobes (Fig. 6). According to site of origin, lymph 
vessels run, (a) in company with the superior thyroid 
blood vessels terminating in the anterior and superior 
nodes of the internal jugular chain, (b) in the region 
of the middle thyroid vein to empty in an anterior or 
lateral node of the middle jugular chain, and (c) 
along the course of the inferior thyroid artery termi- 
nating in the inferior and lateral nodes of the internal 
jugular chain. Both upper and lower lateral collecting 
trunks may cross the carotid sheath either posteriorly 
or anteriorly (or both) to reach the internal jugular 
chain. 

4. The postero-inferior collecting trunks proceed 
from the posterior, inferior, and medial parts of the 
lateral lobe and empty into the superior nodes of the 
recurrent chain along the recurrent laryngeal nerve 
(Fig. 7). 

5. The posterosuperior collecting trunk is incon- 
stant (20% of cases), arising from the superior portion 
of the lateral lobe, ascending along the posterior wall 
of the pharynx and terminating in a lateral retro- 
pharyngeal node (Fig. 7). (Involvement of such a node 
by thyroid cancer is almost unknown in clinical 
experience.) 


In summary, the first echelon of lymph nodes of 
the thyroid gland consists of nodes of the, (1) jugular, 
2) pretracheal, and (3) recurrent chains. 


A study of these lymphatic pathways im- 
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mediately points out the impossibility of per- 
forming an en bloc dissection of the primary 
thyroid tumor, all lymphatic pathways and 
regional lymph nodes unless the surgeon js 
willing to sacrifice the recurrent laryngeal 
nerve in every instance and the carotid artery 
and vagus nerve in many. Mere exposure of 
the recurrent nerve is accompanied by a prob- 
able disruption of several lymphatic trunks, 
Since lymphatic metastasis is an embolic phe. 
nomenon, this loss in en bloc continuity may 
be of more theoretical than real importance, 
It does not justify, however, removal of iso. 
lated nodes. 

With such a policy the findings of enlarged 
and hard lymph nodes along the recurrent 
chain, internal jugular vein, or pretracheal 
area as determined by careful inspection at 
operation, become the indications for re. 
moval of the cervical lymph nodes. As has 
been stressed before, the conventional neck 
dissection will not include pretracheal, pre- 
laryngeal and recurrent chain of nodes so that 
such an operation must be designed for the 
routes of metastasis of thyroid cancer, not can- 
cer originating elsewhere in the head and 
neck. 

An adequate removal of involved nodes can 
be accomplished by including these three 
areas with the conventional contents of a rad. 
ical neck dissection (excluding the submaxil- 
lary triangle). A much better exposure is ac- 
complished by removing the sternocleidomas- 
toid muscle. Attempts at preservation of the 
sternocleidomastoid muscle may be accompa- 
nied by a muscle with poor blood supply and 
little function. Furthermore, complete exci- 
sion of the superior deep jugular nodes is 
most difficult if this muscle is not severed 
from its mastoid attachments. As seen by the 
lymphatic drainage of the thyroid, the super- 
ior nodes are most likely to be involved when 
the neoplasm arises in the superior portion 
of the isthmus or lateral lobe and when meta- 
static nodes are present along the midportion 
of the jugular chain. A better cosmetic result 
may be procured with an approach to the 
thyroid and lateral neck through two parallel 
transverse incisions in the young patient and 
a single transverse incision in the older pa- 
tient with lax tissues. 


Dissection of the mediastinal lymphatics 
has been advocated when the primary tumor 
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involves the inferior isthmus of the gland and 
when metastatic tumor is present in the re- 
aurent chain of nodes.'*'7 Involvement of 
the superior mediastinal nodes in most in- 
stances probably represents advanced disease 
with spread of tumor to the secondary eche- 
lon of lymph node defenses. The advisability 
of these extended dissections must await the 
results of studies now in progress. 

Involvement of the contralateral lymph 
nodes is not unusual in thyroid cancer, re- 
flecting either an extensive primary tumor or 
a midline tumor with extension to either side 
of the neck. Again, careful inspection of the 
operative site of the neck at the time of ex- 
posure of the thyroid gland should determine 
the indications for appropriate surgery. In 
general, the same type of operative procedure 
has been carried out upon the opposite side, 
although we have been reluctant to sacrifice 
both recurrent laryngeal nerves as well as 
both internal jugular veins. 


The Role of Hormonal Regulation 


Experimental as well as clinical evidence 
has supported the concept that thyrotrophin 
from the anterior pituitary gland may serve 
as a promoting factor in certain types of thy- 
roid cancer. In man this would seem to be 
particularly true of both the papillary (with 
follicular elements) as well as the alveolar 
adenocarcinomas. As a consequence, both 
growth and function of these types of thyroid 
neoplasms have been shown to be enhanced 
by elevated levels of thyrotrophic hormone.*:12 
There is suggestive evidence that progression 
to a more aggressive, anaplastic, and _ inde- 
pendent tumor may be hastened.!2:18 As a 
corollary, withdrawal of the stimulus of the 
thyrotrophic hormone has been followed by 
rather startling regression of the tumor in 
some patients. Pulmonary, bony, and cervical 
masses have been shown to decrease in size 
and remain “inactive” for as long as 20 years. 
Dramatic recovery from paraplegia, mono- 
plegia, and healing of pathologic fractures 
has occasionally been observed. In several pa- 
tients reappearance of the thyrotrophic stim- 
ulus has been followed by recurrence of neo- 
plastic growth after suppression for as long as 
ten years.'%2° Judging from the number of 
tumors that are capable of collecting radio- 
iodine, approximately 40% of thyroid cancers 
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have some areas responsive to TSH stimula- 
tion. 

Because of the apparent dependency of 
certain types of thyroid neoplasms on thyro- 
trophic hormone, suppression of the pituitary 
stimulus has been advised in all patients with 
a history of thyroid cancer. It would seem to 
be of value both prophylactically and thera- 
peutically. In those patients in whom there 
has apparently been complete removal of the 
thyroid cancer, suppression of the pituitary 
stimulus to growth should minimize recur- 
rence of any residual thyroid neoplasm as 
well as inhibit the development of carcinoma 
in remaining normal thyroid tissue. 

In individuals with residual or recurrent 
tumor this concept can be utilized on a thera- 
peutic basis. it is, however, no substitute for 
surgical excision. 

Suppression by thyrotrophic hormone can 
be accomplished with any of the available 
thyroid hormones, namely, desiccated thyroid, 
thyroxin, and L-triiodothyronine.'* For long- 
term prophylactic management, desiccated 
thyroid has the advantage of low cost and 
ready availability. Usually three to four grains 
a day are adequate. The only criterion of 
adequate pituitary suppression under these 
circumstances is depression of the radioiodine 
uptake to hypothyroid ranges. Thyroxin 
would seem to have no particular advantage 
over desiccated thyroid. L-triiodothyronine is 
advantageous when employing this principle 
on a therapeutic basis. Its action is much 
more immediate and, because of an unusual 
biochemical characteristic, there is another 
criterion of adequate replacement therapy. In 
addition to suppression of the radioiodine 
uptake, the protein-bound iodine also falls to 
hypothyroid ranges when adequate amounts 
of L-triiodothyronine are administered. The 
usual dosage is 100 micrograms administered 
once daily. In general, however, this hormone 
should be administered to tolerance, and most 
patients can tolerate from 150 to 200 micro- 
grams per day without evidence of hyperthy- 
roidism. 


Summary 


The surgical management of thyroid neo- 
plasms should reflect an intimate knowledge 
of their biologic characteristics and potential. 
Usually this behavior can be predicted from 
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their morphologic appearance. Approximately 
two-thirds of thyroid tumors, namely the 
papillary-follicular and the alveolar adeno- 
carcinomas, may exhibit dependency upon 
thyrotrophic hormone of the anterior pitui- 
tary at some time in their existence. Such 
dependency is important, both prophylactic- 
ally in postoperative management, as well as 
therapeutically in patients with residual or 
inoperable disease. 
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A Comparative Evaluation of Newer 
Corticosteroids in the Treatment of 
Rheumatoid Arthritis* 


GUY T. WILLIAMS, M.D.,t New Orleans, La. 


Though steroids are indicated in a minority of patients having rheumatoid arthritis, if they are 
needed this evaluation will be of aid in making a choice of the steroid to be used. 


WITH THE INTRODUCTION of prednisone and 
prednisolone in 1955, it was shown that the 
cortisone and hydrocortisone structure could 
be modified in such a way as to increase the 
antirheumatic effects. Prednisone and predni- 
solone differ from cortisone and hydrocorti- 
sone respectively only in that they have a 
double bond instead of a single bond between 
the first and second carbon positions of the 
steroid nucleus. This change increases the glu- 
cocorticoid and anti-inflammatory effects and 
in comparable doses results in less electrolyte 
disturbance. Because of this advantage, pred- 
nisone and prednisolone are the standard with 
which newer steroids must be compared. 


In the past two years three useful new syn- 
thetic derivatives of prednisolone have been 
prepared. They are triamcinolone (Kenacort, 
Aristocort), which is 16-alpha-hydroxy-9-alpha- 
fluoro-prednisolone, 6-alpha-methy]l-predniso- 
lone (Medrol), and 16-alpha-methyl-9-alpha- 
fluoro-prednisolone (Decadron). The compar- 
ative advantages and disadvantages of these 
steroids in the treatment of rheumatoid ar- 
thritis will be the subject of this report. 


Chemical Background 


Since so little is known about the mecha- 
nism of action of the steroids, studies of struc- 
ture-function relationships have been diffi- 
cult.1 However, certain basic facts have been 
established. The introduction of a double 
bond between carbon atoms | and 2 of the 
corticosteroid nucleus increases all corticos- 


*Read before the Section on Medicine, Southern Medical 
Association, Fifty-Second Annual Meeting, New Orleans, La., 
November 3-6, 1958. 


+From_ the Departments of Medicine, Tulane University 
School of Medicine and the Browne-McHardy Clinic, and the 
Arthritis Clinic of Touro Infirmary, New Orleans, La. 


teroid effects except those concerned with 
electrolyte metabolism. This has been a very 
worthy achievement, and is the reason that 
prednisone and prednisolone have been so 
useful. The introduction of a halogen atom 
at the 9 alpha position of the steroid nucleus 
results in a general increase in the potency of 
the compound. It should be noted that this 
alone does not produce a useful drug because 
this compound produces marked sodium re- 
tention and potassium depletion. When a hy- 
droxy radical is added at the 16 carbon posi- 
tion the electrolyte disturbances that would 
otherwise result are markedly decreased. This 
compound is triamcinolone. When a methyl 
radical is added at the 16 position rather than 
a hydroxy radical the anti-inflammatory effect 
is greatly enhanced and electrolyte effects are 
also decreased. This compound has been 
named Decadron. 

In the treatment of rheumatoid arthritis we 
are interested in the anti-inflammatory prop- 
erty of the steroids. Ideally we would like to 
eliminate as many of the other effects as is 
possible. Until recently it has been thought 
that anti-inflammatory effects were correlated 
with, and could not be separated from, the 
glucocorticoid properties. Under the latter 
term are included the effects on carbohydrate 
metabolism, nitrogen metabolism, eosinophile 
suppression and pituitary suppression. With 
the development of 16 methylated steroids, of 
which Decadron is one, it has been shown 
that it is possible to separate off another one 
of the glucocorticoid effects, namely the effect 
on glucose metabolism. This compound is 
much less diabetogenic than other steroids. 
The anti-inflammatory effect still seems to be 
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paralleled by the potency of a given com- 
pound in reducing the eosinophile count, 
suppressing the pituitary, and producing a 
negative nitrogen balance. 

The addition of a methyl radical at the 6 
position of the prednisolone formula results 
in a slight increase in glucocorticoid and anti- 
inflammatory effects, which has produced an- 


other useful steroid, methyl prednisolone, or 
Medrol. 


In regard to the effects on electrolyte metab- 
olism in the usual therapeutic dose for rheu- 
matoid arthritis, prednisone and prednisolone 
produce none, of only very slight sodium re- 
tention and potassium depletion. Methy]l- 
prednisolone has comparable effects. Triam- 
cinolone tends to produce slight sodium de- 
pletion, and has little effect on potassium 
metabolism. Decadron usually does not effect 
sodium and potassium balance, but in one of 
my patients sodium retention and edema 
occurred. 


Unfortunately, all of the drugs produce a 
negative nitrogen balance, and this results in 
muscle wasting and osteoporosis. Triamcino- 
lone is a little more potent in this regard, and 
this and slight sodium depletion probably ac- 
count for the weight loss that may occur with 
this drug. Subcutaneous ecchymoses involve 
primarily the forearms, and occur with all of 
the newer steroids. This is apparently due to 
an increase in the fragility of the small blood 
vessels, and while it is undesirable, it is never 
serious. 


Use in Rheumatoid Arthritis 


Since triamcinolone* was synthesized in 
1956, it has received fairly extensive evalua- 
tion in rheumatoid arthritis. Recently Frey- 
berg? and his associates reported on their ob- 
servations with it in 89 patients with rheu- 
matic diseases. They found similar side effects 
to those observed with prednisone, but only 4 
had gastrointestinal disturbances. Many pa- 
tients lost three to five pounds, and some lost 
as much as ten to fifteen pounds within the 
first few weeks of treatment. They attributed 
this to anorexia and sodium loss, with result- 
ing chronic dehydration and also to increased 
muscle catabolism. In my experience and that 
of others, weight loss seems to be an individ- 


*The triamcinolone used in this study was supplied by 
Squibb as Kenacort. 
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ual variation. In some patients there is po 
weight loss, while in others it may be quite 
significant. 

In the past two years I have given triam. 
cinolone to 21 patients with active rheuma. 
toid arthritis. The duration of observation 
varied from one week in one patient who had 
a poor response, to 8 months. Most of the pa- 
tients received the drug from 5 to 7 months, 
The maintenance dose varied from 8 to 1§ 
mg. All of the patients except 2 had been on 
other steroids, and in all of them the steroid 
used was prednisone, with the exception of 
one patient who had been on hydrocortisone 
and one who had been on ACTH. The aver. 
age daily dose of prednisone was 13 mg. 

In 10 patients the therapeutic effect was 
equal to that obtained with prednisone, in 3 
inferior, and in 3 superior. In an additional 
3 patients it was necessary to stop the drug 
because of side effects, and in all 3 instances 
this was because of headache, weakness, and 
depression. 

A weight loss was observed in 12 patients, 
and in one obese patient it was 17 pounds. 
The average in those who lost more than 2 
pounds was 8.5 pounds. One patient devel- 
oped a duodenal ulcer with a crater but was 
continued on triamcinolone, and with appro- 
priate treatment the ulcer healed. There were 
no blood pressure elevations and the salt in- 
take was not restricted. The usual changes of 
drug induced Cushing’s syndrome and ecchy- 
moses seen in patients on prednisone were 
observed with triamcinolone. 

Triamcinolone is an effective and potent 
steroid which produces, to some degree, the 
side effects seen with the other steroids— 
namely, purpura and ecchymoses, fat deposi- 
tion in the supraclavicular regions, diabetes, 
and osteoporosis. It also has a few side effects 
that seem peculiar to it, namely depression, 
headaches, weakness, and sodium depletion. It 
has a greater therapeutic effect on psoriasis 
than any of the other steroids. Again, it only 
suppresses the disease, and when the steroid is 
stopped the psoriasis will recur or flare-up 
again in some cases. Triamcinolone is prefer- 
able in patients with heart disease or other 
conditions in which sodium and fluid reten- 
tion is apt to be a problem, and in patients 
with a concomitant psoriasis. Otherwise, its 


antl 
able 
6-1 
pote 
proc 
side 
rem 
niso 
tion 
mat 
pret 
ten! 
side 
pen 
pha 
olo 
| 
| 


leuma- 
vation 
10 had 
he pa- 
Oonths, 
to 16 
en on 
teroid 
on of 
tisone 


VOLUME 52 


antirheumatic effects are in general compar- 
able to those observed with prednisone. 


6-methyl-prednisolone, or more properly 
delta! 6-methyl-hydrocortisone is slightly more 
potent than prednisone on a weight basis, and 
produces most of the therapeutic effects and 
side effects observed with the other steroids. It 
remains in the bloodstream in measurable 
concentration longer than prednisone or pred- 
nisolone, and this may result in a longer dura- 
tion of effect. In general, its effects in rheu- 
matoid arthritis are comparable to those of 
prednisone.** Although it is slightly more po- 
tent in a comparable dosage, the instance of 
side effects is not significantly changed. Kup- 
perman and associates* in comparing the 
pharmacologic effects of prednisone, triamcin- 
olone and 6-methyl-prednisolone, noted that 
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uropepsin excretion and blood pepsinogen 
levels showed a marked daily variation in in- 
dividual patients, and this cast some doubt on 
conclusions in this regard. However, 6-methyl- 
prednisolone seemed to have a slightly lesser 
effect on uropepsin secretion. Many studies 
have shown that all of the synthetic steroids 
which are currently in use may precipitate the 
development of peptic ulcers, but the evidence 
that one is completely superior to another in 
this regard is not convincing. While in occa- 
sional selected cases it may be preferable to 
prednisone in general there are no outstand- 
ing advantages. 

Recently Arth and co-workers? synthesized 
a new family of hydrocortisone analogues con- 
taining a methyl group at the 16 alpha posi- 
tion of the steroid nucleus. Decadron, or 16- 
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is 
the most potent member of the group, and 
has been studied more extensively than any 
of the others. In animal studies each of the 
16-alpha-methyl steroids showed a great in- 
crease in anti-inflammatory activity without a 
proportionate increase in the effect on gluco- 
neogenesis. This suggests more definitely that 
it may be possible to synthesize a steroid with 
good anti-inflammatory activity and with less 
other gluco-corticoid effects. Increased potency 
alone has no value if it is accompanied by an 
increased incidence of undesirable effects. 
However, when it is possible to dissociate the 
desirable and the undesirable effects, a super- 
ior product naturally results. 


In a chemical evaluation based on its effects 
in rheumatoid arthritis, Boland reported that 
Decadron* was from 5 to 10 times as potent as 
prednisolone with an average increment of 
7.3. I have given Decadron to 16 patients with 
rheumatoid arthritis for a period of four 
months. Most of these patients had been on 
triamcinolone and were immediately trans- 
ferred to Decadron. The average daily dose of 
triamcinolone was 9.8 mg. To produce an 
equal result 1.67 mg. was the average amount 
of Decadron required. Therefore, in this series 
Decadron was 5.8 times as potent as triam- 
cinolone. 

In 14 patients Decadron produced a result 
comparable to triamcinolone. In one patient 
a flare-up had begun just before the patient 
was transferred to Decadron. Her symptoms 
became more severe, and she resumed her pre- 
vious medication (6-methyl-prednisolone). 
However, to date the flare-up has continued. 
In one patient it was necessary to stop Deca- 
dron because of depression, weakness, and 
muscular aches. 


Ten of the 16 patients had subcutaneous 
ecchymoses. Five had a “moon face,” and 2 
had gastrointestinal symptoms. These symp- 
toms were epigastric pain, abdominal fullness 
and a sense of abdominal discomfort. Six pa- 
tients had a weight gain greater than 3 
pounds and in one it was 22 pounds. Al- 
though several patients complained of a vora- 
cious appetite, they had previously been on 
triamcinolone which tends to decrease the ap- 
petite. One patient, a 28 year old man, devel- 


*Decadron for use in this study was supplied by Merck 
Sharp & Dohme. 
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oped a 2+ edema which subsided after one 
injection of mercuhydrin and salt restriction, 
None of the other patients had edema. 

From the preliminary studies it is apparent 
that Decadron is a very potent steroid in the 
treatment of rheumatoid arthritis. Long-term 
observation will be required to more ade. 
quately evaluate the incidence of side effects 
and to delineate its place in the steroid 
family. 


Discussion 


The chemists have given us potent drugs by 
first isolating the adrenocorticosteroids— 
namely, cortisone and hydrocortisone. Next 
they produced these synthetically and more 
recently the steroid structure has been modi- 
fied in an attempt to decrease the undesirable 
effects and to enhance the anti-inflammatory 
action. With the newer preparations electro- 
lyte disturbances are uncommon; however, 
other side effects do occur to some degree 
with all of these preparations. When a higher 
dose is used the incidence of side effects is 
greater. Clinically the more bothersome ad- 
verse effects are the digestive symptoms with 
or without peptic ulceration, osteoporosis and 
muscle wasting, ecchymoses, psychic distur- 
bances, anorexia (triamcinolone), diabetes 
and erythema of the face. 


In some patients digestive symptoms never 
occur, but in others these symptoms are pres- 
ent to a variable degree with all of the 
steroids. Hydrocortisone seems less likely to 
produce digestive symptoms than any of the 
synthetic derivatives to date. While no one of 
the synthetic steroids is clearly superior to the 
others in this regard, there is sometimes a 
striking individual variation. Some patients 
who tolerate one steroid poorly can take a 
different one without difficulty. Peptic ulcers 
do not absolutely contraindicate the use of 
the steroids, since with a peptic ulcer regimen 
including a bland diet, antacids, and anti- 
cholinergics, healing is possible in spite of 
continuing steroid administration. 

Because of the variation of effects on elec- 
trolyte metabolism in some situations one 
steroid is more efficacious than another. If 
the patient tends to have edema, triamcino- 
lone should be used. If the patient is under- 
weight, triamcinolone probably should not be 
used because of its appetite suppression. On 
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the other hand, it may be helpful in the obese 
arthritic, and especially the obese arthritic 
with chronic heart disease or psoriasis. 

since Decadron produces no appreciable 
effect on gluconeogenesis, it should probably 
be used when the patient is diabetic or for 
some other reason has an impaired glucose 
metabolism. 

If none of the special circumstances just 
discussed apply, comparatively equal anti- 
rheumatic effects can probably be achieved 
with each of the steroids under discussion. In 
general using prednisone as a standard of 
reference, triamcinolone and Medrol are only 
slightly more potent. Five mg. of prednisone 
is equalled by 4 to 4.5 mg. of these drugs. On 
a weight basis Decadron is five to ten times 
as potent as prednisone. There is a definite 
individual variation, but in general, 0.75 mg. 
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of Decadron is equal to approximately 5 mg. 
of prednisone in the average patient. It 
should be emphasized that increased potency 
alone is of no real value unless side effects are 
decreased. It makes little difference to the pa- 
tient whether he swallows a 0.5 mg. or a 25 
mg. tablet. 

It is worthwhile to think for a minute 
about what is to be gained by giving the 
rheumatoid arthritic steroids. We know that 
these drugs cannot cure the disease but can 
suppress the clinical manifestations by their 
anti-inflammatory properties. Pain and swell- 
ing can usually be suppressed, but will recur 
if the steroid is stopped while the disease is 
still active. Since therapy must be prolonged 
and side effects tend to parallel dosage the 
dose should be reasonably safe for long-term 
use. There is some debate as to what the max- 


FIG, 2 


GH20H 
OH 


H20OH 
=O 
OH 


TRIAMCINOLONE 


DECADRON 


rugs by 
Oids, — 
Next 
more 
modi- 
sirable 
natory 
never 
f the 4 Z 
7 7 
ely to O 
of the 
PREDNISOLONE METHYL PREDNISOLONE 
nes a 
tients rm HoOH 
ake a CH20 
ulcers C=O ai 
se of CH OH 
rimen HO HO Cis 
te of 
7 
elec y 
one 
ar. If 
cino- 
nder- 
ot be 
. On 
| 
: 


272 


TABLE 1 
MAXIMUM DAILY DOSE FOR LONG-TERM USE 
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6-methyl 


Pred lone Decadron 
Men 12 mg. 10 10 2.0 
Women 
Premenopausal 10 8 8 1.5 
Women 
Postmenopausal 8 6 6 1.1 


imum permissible dose should be. In general 
men tolerate a slightly higher dose than 
women, and premenopausal slightly more 
than postmenopausal women. In general it is 
advisable to hold the dose below the levels 
shown in table 1. 


Summary 


1. The most useful steroids in the treat- 
ment of rheumatoid arthritis are prednisone, 
prednisolone, triamcinolone, methyl predniso- 
lone (Medrol) and Decadron. 


2. Electrolyte disturbances are not usually 
a problem, but ecchymosis, gastrointestinal 
disturbances and osteoporosis occur with all 
of them. 


3. Decadron is a very potent steroid and is 
less diabetogenic than any of the other prepa- 
rations. 


4. Triamcinolone is superior in psoriasis 
and may produce a slightly negative sodium 
balance. Weight loss may occur and in some 
patients there is anorexia, depression, leth- 
argy, and headache which do not usually oc- 
cur with the other steroids. 


5. Medrol is a potent and effective prepa- 
ration, and in general is equal to prednisone 
in the treatment of rheumatoid arthritis. 
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Discussion (Abstract) 


Dr. Glenn M. Clark, Memphis, Tenn. It is an honor 
to be invited to discuss this thoughtful paper. I woulg 
like to review some of the therapeutic implications of 
Dr. Williams’ observations as applied to the handling 
of individual patients. 


In spite of the great advances which have been 
made in the synthesis of potent antirheumatic steroids, 
all of these compounds, including the newer ones, are 
toxic and none has been proven to “cure” rheumatoid 
arthritis or even to influence the course of joint de. 
struction. Consequently the careful physician must 
judiciously weigh this admitted risk of toxicity against 
possible benefits to be derived, before instituting 
steroid therapy at all. 


On the other hand, a nihilistic approach is not jus. 
tified, since, as Dr. Williams has pointed out, all of 
these compounds are effective agents at suppressing 
inflammation, thereby maintaining functional capacity 
in some patients who might otherwise be bedridden, 


We should frequently remind ourselves of the maxi- 
mum daily dosage of the various compounds recom- 
mended by Dr. Williams. I heartily agree with his 
opinion that greater dosage, over long periods of time, 
carries a prohibitive risk of toxicity. Unfortunately, 
this maximum daily dosage is less than that needed 
for full suppression of symptoms in many patients. 
We might as well admit that the proper management 
of an arthritic patient with the available steroids is 
usually a compromise with the patient's symptoms at 
a dose which is relatively safe but will maintain func- 
tional capacity in spite of some inflammation and dis- 
comfort. We have found it much easier to make this 
compromise at a satisfactory dosage level, if the pa- 
tient is started on a very small dose which is gradu- 
ally increased. The usual method of giving the patient 
an initial full suppressive dose gives him a look at the 
“promised land” of freedom from inflammation and 
discomfort and it is difficult to compromise with him 
for anything less. 


Pr. Williams has made it clear that we are no 
longer justified in picking a steroid on the basis of 
relative potency or by dogmatic opinions that the 
“oldest” or the “newest” drug is the best. Each has 
certain advantages and disadvantages in terms of the 
patient’s weight, blood pressure, presence or absence 
of skin lesions, diabetes, and heart disease. Individual 
variation in response is marked, however, and it is 
sometimes wise to attempt therapeutic trials with sev- 
eral drugs before picking the one which is most effec- 
tive in a given patient. 


In conclusion, I would like to say that I was very 
much interested in Dr. Williams’ observation that one 
of his patients had shown signs of fluid retention 
while taking dexamethasone. We have two patients 
receiving this drug for lupus erythematosus who have 
developed thiomerin-resistant fluid retention, although 
we do not know whether it was caused by the disease 
or by the medication. Since one of the patients was 
shown to have a potassium deficiency, we have hesi- 
tated to use chlorothiazide as a diuretic because of its 
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tendency to depress the serum potassium. We 
have recently had an opportunity to produce effective 
diuresis in these patients with a recently synthesized 
derivative of chlorothiazide, called Esidrex, (dihydro- 
chlorothiazide [CIBA]). This compound is a most po- 
tent diuretic which during preliminary testing has not 


been shown to seriously shift potassium levels although 
they were depressed. It should be pointed out that the 
careful studies of Dr. Bunim and co-workers, at the 
N.L.H., have failed to show any evidence of sodium 
retention with dexamethasone, and it is unlikely that 
edema will be a significant problem. 


ARE YOU MOVING? 


Please send the following to: Southern Medical Association 


2601 Highland Avenue, Birmingham 5, Alabama 


(Please print) 


New Address: 
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THE PURPOSE OF THIS PRESENTATION is to call 
attention to the treatment by surgery of 
tumors of the liver and to cite some personal 
experiences in the management of these 
lesions. Until relatively recently surgeons 
have hesitated to treat tumors of the liver 
surgically for two reasons: first, has been the 
fear of uncontrolled hemorrhage because of 
the very excellent blood supply of the liver 
from both the portal and the systemic sys- 
tems; and second, there has been some doubt 
as to the amount of liver which could be 
safely removed without interfering with he- 
patic function. 

The problem of uncontrolled hemorrhage 
has been resolved in three different ways. In 
many wedge resections or lobectomies it has 
been possible to control hemorrhage by the 
use of through and through overlapping mat- 
tress sutures. In other cases the liver has been 
compressed between the index finger and the 
thumb and the liver sectioned with subse- 
quent individual ligation of the vessels en- 
countered. More recently, successful resection 
of the liver has been carried out after ligation 
of the important blood vessels and bile ducts 
in the hilum of the liver. 


Suppression of liver function by resection 
of large tumors of the liver has been shown 
to be relatively unimportant in most cases 
since it has been demonstrated both experi- 
mentally and clinically that from 20 to 30% 
of the liver will usually maintain function 
satisfactorily.1 It is also well known in this 
regard that a remarkable amount of hepatic 
regeneration occurs, not along the cut edge 


*Chairman’s Address, read before the Section on Surgery, 
Southern Medical Association, Fifty-Second Annual Meeting, 
New Orleans, La., November 3-6, 1958. 

+From the Department of Surgery, University of Tennessee 
College of Medicine, the Baptist Memorial Hospital, and the 
City of Memphis Hospitals, Memphis, Tenn. 


Experiences in the Surgical ‘Treatment 
of Tumors of the Liver: 


HARWELL WILSON, M.D.,f Memphis, Tenn. 


Present-day surgical technics permit radical excision of large tumors from the liver. 
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but by hyperplasia of the remaining liver 
tissue. 


Early Recorded Cases of Liver Resection 


The first reported case of a tumor of the 
liver being removed was by Langenbuch! in 
1888. In 1891, Lucke® removed a primary car- 
cinoma of the liver. The first successful resec-. 
tion of a portion of the liver by an American 
surgeon was reported by Keen® in 1897. He 
exteriorized a tumor of the liver and after 
transfixing the normal liver tissue at the base 
of the tumor with hat pins, elastic bands 
were applied which caused the exteriorized 
tumor to slough away. 

Horsley,” in 1916, made a contribution to 
the safe management of such cases by empha- 
sizing that in resecting hemangiomas of the 
liver, it is most important to have the line of 
resection go through normal liver tissue, thus 
avoiding the hemangioma which bleeds very 
freely. 

There are numerous reports in the litera- 
ture of successful resections of the left lobe of 
the liver and of successful wedge resections of 
liver tumors. In recent years reports of suc- 
cessful right lobectomy have been appearing 
more frequently as shown by reports of Pack,* 
Brunschwig,® Fineberg,!° Quattlebaum,"! Saw- 
yer!? and others. 


Diagnosis of Hepatic Neoplasms 


There are no specific symptoms which are 
diagnostic of tumor of the liver. Perhaps the 
most common complaint is that of pain. The 
pain may be vague in location and indefinite 
as to character. In many instances tumors of 
the liver are present without any pain being 
present. The positive physical finding most 
often encountered is that of a palpable mass. 
Liver function tests are of little practical 
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benefit. A tumor of the liver may cause a fill- 
ing defect of the gastrointestinal tract on 
roentgen films as a result of external pressure. 


Types of Liver Tumors 


A number of different types of tumors are 
found in the liver. Some of those more com- 
monly observed are given below. 

1. Liver cell hepatomas. These are primary 
liver tumors whose morphology suggest that 
they originate from the liver cells. 

2, Cholangiomas appear to originate from 
cells of the bile ducts. Not infrequently a 
liver tumor may appear in some areas as a 
typical hepatoma and in other areas its struc- 
ture may be that of a cholangioma. 

3. Tumors of the supporting structures are 
seen occasionally and may of course be either 
benign or malignant. 

4. Hemangiomas in reality seem to be con- 
genital anomalies. The great majority of 
hemangiomas of the liver are small, of no 
practical clinical significance and are most 
often discovered during the course of a rou- 
tine operation or at autopsy. A large heman- 
gioma, however, may have very grave clinical 
significance since it may produce severe symp- 
toms from pressure or, in some cases, may be 
the cause of massive concealed hemorrhage. 


5. Metastatic tumors are of many and 
varied types. In an occasional instance, re- 
moval of what appears to be a solitary liver 
metastasis along with removal of the primary 
tumor may prove to be a very worthwhile 
procedure. As will be related below, occasion- 
ally patients suffering from the systemic ef- 
fects of malignant carcinoid in the liver may 
be given spectacular symptomatic relief and 
life may be prolonged by removal of a large 
amount of the malignant carcinoid tumor 
from the liver, thereby reducing the serotonin 
level in the circulating blood. 


A few case reports are presented to illus- 
trate some of the different types of tumors of 
the liver that may be encountered and to out- 
line the surgical management which was used. 
Cases 1 and 2 represent primary carcinomas 
of the liver arising from the right and left 
lobes of the liver respectively; each amenable 
to a resection of the lobe involved. Cases 3 
and 4 illustrate problems presented by large 
hemangiomas occurring in the liver. Case 5 
calls attention to the beneficial results which 


SURGICAL TREATMENT OF TUMORS OF THE LIVER—Wilson 275 


may be obtained from a massive liver resec- 
tion in a patient suffering from metastatic 
carcinoid disease. Cases 4 and 5 are presented 
in more detail in another report.13.14 


Case Reports 


Case 1. D. L. The patient, a white woman, age 73, 
was referred by Dr. John E. Neumann on May 1, 1955, 
because of a rapidly growing mass in the right upper 
quadrant of the abdomen which had appeared about 
two months prior to admission. All x-ray studies of 
the gastrointestinal tract were negative. The diagnosis 
at the time the patient was referred was primary car- 
cinoma of the liver. 

At operation, on May 4, a primary carcinoma of the 
right lobe of the liver measuring 6.5 by 7 cm. was 
found. An extensive wedge resection of the right lobe 
of the liver was done removing a margin of normal 
liver tissue with the tumor. Because the tumor arose 
near the edge of the gallbladder, it was necessary to 
free the gallbladder from most of its bed to carry out 
an adequate resection (Fig. 1). 

The patient developed evidence of residual car- 
cinoma in the right anterior abdominal wall and on 
Jan. 7, 1956, resection of the full thickness of a 
portion of the abdominal mass was performed. Tan- 
talum mesh was used in the repair and the abdominal 
wall has remained without evidence of a hernia. In 
May, 1956, a second recurrence of tumor in the ab- 
dominal wall was removed and examination of the 
liver at this operation revealed a small carcinoma of 
the left lobe of the liver. This was resected and was 
reported as primary carcinoma of the liver. 

On Jan. 21, 1957, an abdominal perineal resec- 
tion of the rectum was done because of a carcinoma 
which developed in the rectovaginal septum. This 
tumor did not resemble the tumors which had previ- 
ously been removed from the liver. At this operation 
evidence was found of metastatic tumor in the omen- 
tum, the area found and biopsied being about 3 mm. 
in diameter. No tumor was found in the liver. The 
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(Case 1) Drawing to show gross appearance of primary 
malignant tumor of right lobe of liver. Drawing made after 
gall bladder had been freed from its bed. Insert shows 
gross appearance of tumor. 
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patient recovered from the operation and in July, 
1958, the patient was still able to carry out her duties 
as a housekeeper in spite of her advanced years and 
many operations. In September, 1958, the patient be- 
came progressively weaker and her home physician 
reported that she expired during sleep. No autopsy 
was performed. 

Case 2. W. H., a 58 year old Negro, entered the 
John Gaston Hospital, July 15, 1958, because of upper 
abdominal pain, nausea, vomiting and the presence of 
a large upper abdominal mass said to have been no- 
ticed only 3 weeks prior to admission. The mass was 
fairly firm but appeared to be cystic in some areas. It 
was slightly movable and extended to a point 6 cm. 
below the umbilicus. The mass appeared to be about 
25 by 30 cm. in size. X-ray studies revealed that the 
transverse colon was depressed by the mass which also 
exerted external pressure on the stomach. A definite 
preoperative diagnosis was not made. We considered 
the possibility of a pancreatic cyst although the tumor 
seemed to be a bit too movable for this. A retroperi- 
toneal tumor was considered as well as possible tumor 
of the liver. 


Operation performed by our chief resident Dr. E. 
E. Bramlitt revealed this to be a huge tumor arising 
from the left lobe of the liver (Fig. 2). The left lobe 
was removed after overlapping mattress sutures had 
been placed near the falciform ligament. The tumor, 
on microscopic section, was found to be malignant. In 
some areas it appeared to have arisen from the liver 
cells and in other areas to have arisen from the bile 
ducts. Recovery following operation was uneventful. 

Case 3. W. P., a white man, aged 49, entered the 
Baptist Memorial Hospital in January, 1958, because 
of cholecystitis and cholelithiasis. On January 23 a 
cholecystectomy was done. At the time of this opera- 
tion a large hemangioma in the right lobe of the liver 
was found to be present. The tumor was approximate- 
ly 8 by 6 by 7 cm. in size. This involved the right lobe 


Level of umbilicus 


/ Falciform ligament 
and line of resection 


(Case 2) Enormous epigastric tumor arising from left lobe 
of liver and extending to below level of umbilicus. The 
malignant neoplasm, microscopically suggested origin from 
liver cells in some areas while in other areas the appearance 
was that of a malignant tumor arising from the bile ducts. 


(Case 4) Huge, movable hemangioma occupyi 
upper abdominal area and arising from left lobe 


of the liver from its lateral margin up to a point 
within 0.5 cm. of the gallbladder bed (Fig. 3). Chole. 
cystectomy was performed without any difficulty. 

The tumor was producing no symptoms. However, 
because of its size and because of the possibility of 
hemorrhage at some future date, resection of the 
hemangioma was advised. On July 22, 1958, the large 
hemangioma was resected from the right lobe of the 
liver. This proved on microscopic examination to be a 
typical cavernous hemangioma. Recovery was un- 
eventful. 


Case 4. A. H., a 34 year old negress, entered the 
John Gaston Hospital in November, 1950, because of 
the presence of a large movable mass in the upper 
abdomen. This mass was 18 cm. in diameter, and on 
some occasions was located in the midline and at 
other times when the patient was examined the mass 
appeared to be more on the left or more on the right 
of the midline. She stated that two years before this 
admission she had been operated upon at another 
hospital and had bled very severely following a 
biopsy. 

The abdomen was opened on this admission, using 
a long transverse incision which was curved with the 
convexity in a cephalad direction. The tumor proved 
to be a massive hemangioma arising from the left lobe 
of the liver. Since the resection was carried out by 
dividing normal liver tissue there was no serious prob- 
lem from bleeding. The patient made an uneventful 
postoperative recovery. 

Case 5. M. B., a 31 year old white man, was admit: 
ted to the Baptist Hospital, on Feb. 14, 1957, be- 
cause of the presence of a greatly enlarged nodular 
liver and the recent development of debilitating hot 
flushes which affected the face and upper portion of 
the trunk. 


He had previously been studied extensively by x-ray 
and on repeated examination had been shown to have 
no obvious filling defect in either the upper or lower 
gastrointestinal tracts. Because of the presence of an 
enlarged nodular liver and because of weight loss, an 
exploratory laparotomy had been performed on July 
25, 1956. Both lobes of the liver contained many large 
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FIG, 4 


Hemangioma of left lobe of liver which produced filling 
defect in stomach. Following excision of hemangioma, vague 
upper abdominal symptoms disappeared. 


and small nodules which grossly suggested the diag- 
nosis of metastatic carcinoma. A frozen section with 
microscopic examination of tissue removed following 
biopsy of the liver was diagnosed as metastatic car- 
cinoma, the site of origin undetermined. The patient 
recovered from this operation. 

However, later he began to develop debilitating 
drops in blood pressure and severe attacks of flushing 
of the face and upper portion of the trunk. This 
caused his internist, Dr. Phil Orpet, to consider the 
diagnosis of malignant carcinoid. Studies of the urine 
at this time revealed the five HIAA to be greatly ele- 
vated, being 553 mg. in 24 hours, the normal being 2 
to 9 mg. in 24 hours. The microscopic slides of the 
liver biopsy were reviewed at this time and while the 
diagnosis of malignant carcinoid was not established, 
the pathologist stated that the tissue was compatible 
with this diagnosis. Another interesting feature is that 
the patient suffered a fall in blood pressure while the 
abdomen was being palpated by the radiologist. 


It was reasoned that this patient probably had a 
malignant carcinoid tumor with metastases to the liver 
and that this was the cause of the marked elevation 
in the serotonin level. Because patients with this dis- 
ease are very likely to develop right heart failure as 
the result of subendothelial fibrosis which involves 
the right heart and the right heart valves, it was felt 
justifiable to seek to reduce the serotonin level and 
rehabilitate this individual if possible by resecting a 
portion of the malignant liver tissue. 

On Feb. 16, 1957, the patient was again oper- 
ated upon, and at this operation 3 primary carcinoid 
tumors, all quite small, were found in the terminal 
ileum as well as a large retroperitoneal mass of lymph 
nodes. In addition, the right and left lobes of the liver 
were tremendously enlarged as a result of the presence 
of metastatic tumor. The primary malignant carcinoid 
tumors were removed along with a wedge of mesentery 
and a large mass of retroperitoneal lymph nodes. 
Following this almost the entire left lobe of the liver 
was removed and then a very large amount of the 


right lobe of the liver was removed. In all, 1,182 Gm. 
of liver tissue were removed. The patient had a stormy 
postoperative course during the first 48 hours, since 
the blood pressure fell to shock level, particularly 
when the patient was turned. Levophed was necessary 
to maintain the blood pressure on several occasions 
during the first two days postoperatively. Following 
this the patient gradually improved. 

The patient has been able to return to his work as 
a dairy farmer. He has ceased to have hot flushes, his 
blood pressure has remained stable and the patient 
has regained his normal weight. Of particular interest 
are studies which were made on the serotonin content 
of the tissue removed. A metastatic tumor in the liver 
showed 0.57 mg. and the lymph nodes 0.36 mg. per 
Gm. It is significant to note that following operation 
the serotonin level fell from the preoperative level of 
553 mg. to a postoperative level of 116 mg. The pa- 
tient’s general strength appears to be approximately 
normal. 


Summary and Conclusion 


1. Primary benign and primary malignant 
tumors of the liver may now be surgically 
removed in a significant number of cases. 


2. Bleeding can usually be successfully con- 
trolled by methods outlined in this presenta- 
tion. 


3. The liver possesses remarkable powers of 
regeneration by virtue of marked hypertrophy 
of the remaining liver cells and, by virtue of 
this, very extensive resection of the liver may 
be safely performed without fatal impairment 
of liver function. 


4. Some of the important features of the 
problem are illustrated by case reports taken 
from the author’s experience. 
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Management of Ovarian Carcinoma 


in 123 Ff atients: With Particular Emphasis on the 
Prophylactic Use of Radioactive Gold* 


JOHN C. WEED, M.D., and DONALD F. BARRAZA, M.D.,t 


New Orleans, La. 


The outlook on carcinoma of the ovary is so poor that any method of amelioration is welcomed. 
Radioactive gold may turn out to be a substance of promise in terms of prolongation of life. 


OVARIAN CARCINOMA remains one of the dead- 
liest malignant lesions of the female. Almost 
universally, absolute five year salvage rates are 
low (30.6%,! 18%,? 0 per cent’). Under favor- 
able circumstances, such as accidental discov- 
ery, localization, or easy surgical removal of 
the neoplasm, the survival rate may be in- 
creased to 80% in patients with serous or 
pseudomucinous cystadenocarcinomas.'* Sup- 
plementary roentgenotherapy has been esti- 
mated to improve survival figures from 12* 
to 15 per cent.® 


The introduction of radioisotopes as a ther- 
apeutic tool in 1951 led to use of radioactive 
gold (Au!) as an adjunctive therapeutic 
agent in the treatment of ovarian carcinoma, 
either for prophylaxis® or for active treatment 
of the ascites. Early reports stimulated our 
interest in its potential value, especially as 
prophylaxis against intraperitoneal spread of 
ovarian carcinoma. This study, although em- 
bracing all malignant ovarian tumors, is pri- 
marily concerned with those cases in which 
Au?®8 was employed. 


Material 


Between January 1, 1942, and September 1, 
1958, 123 patients with malignant ovarian tu- 
mors were admitted to the Ochsner Clinic for 
diagnosis or therapy. The distribution of pa- 
tients according to decade of life is shown in 
table 1. The youngest patient was 25 years of 
age and the oldest 82 years. Seventy-two of the 

*Read before the Section on Gynecology, Southern Medical 


Association, Fifty-Second Annual Meeting, New Orleans, La., 
November 3-6, 1958. 
+From the Department of Obstetrics and Gynecology, 


Ochsner Clinic and Charity Hospital of Louisiana, New 
Orleans, La. 


TABLE 1 


DISTRIBUTION OF 123 PATIENTS WITH OVARIAN 
CARCINOMA ACCORDING TO DECADE OF LIFE 


Decade No. 
(Years) 


20-29 3 
30-39 12 
40-49 29 
50-59 43 
60-69 

70-82 


Total 


123 women were between 40 and 60 years of 
age. About one-third of the patients were 
childless. 

Eight of the 123 patients were asympto 
matic. Symptoms of the other patients in- 
cluded pelvic pain, abdominal swelling, back- 
ache, pelvic pressure and vaginal bleeding. 

The distribution of cases according to path- 
ologic diagnosis is shown in table 2. The in- 
cidence of papillary cystadenocarcinoma is 


TABLE 2 


DISTRIBUTION OF 123 CASES OF OVARIAN 
CARCINOMA ACCORDING TO 
PATHOLOGIC DIAGNOSIS 


Papillary adenocarcinoma including cystadenocarcinoma 
and serous adenocarcinoma 


Primary solid adenocarcinoma 
Carcinoma, type undetermined 
Pseudomucinous cystadenocarcinoma 
Granulosa cell carcinoma 
Mesonephroma ovarii 

Mesothelioma 

Arrhenoblastoma 
Rhabdomyosarcoma 

Teratoma 

Metastatic carcinoma (Krukenberg) 


Total 


123 
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somewhat higher than that reported by others. 
The diagnosis of carcinoma, “type undeter- 
mined,” was made by biopsy of inguinal or 
subclavian node or by cytologic study of as- 
citic fluid; these were terminal cases in which 
only palliative therapy was employed. The 
incidence of the rarer types of ovarian cancer 
is somewhat lower than that reported by oth- 
ers. The incidence of mesonephroma ovarii 
(1.5%) is considerably lower than that re- 
ported by Kay and Hoge.’ Krukenberg’s tu- 
mors accounted for 7.3% of the ovarian tu- 
mors treated surgically; in spite of the usually 
hopeless prognosis of this lesion, 2 patients 
are alive at this writing, more than two years 
after the diagnosis was made. In one of these 
radioactive gold was given prophylactically 
after operation fifty months ago. No evidence 
of malignant disease is now present. 


The type of treatment employed and the 
number of cases are shown in table 3. About 
one-third (32.5%) of the patients were not 
operated on by us, either having had explora- 
tion with or without definitive surgical treat- 
ment elsewhere, or having been admitted in 
such a terminal state that surgical exploration 
was deemed inadvisable. About one-half of 


those operated upon at our hospital, 35.7% of 
the total, were believed to have resectable le- 
sions with hope for clinical cure. In 31.7% 
diagnostic exploration was done with or with- 
out removal of the primary site of the tumor. 
Bilateral oophorectomy was performed if 
metastatic lesions were not extensive. 


Adjunctive therapy included nitrogen mus- 
tard, deep roentgen ray, and radioactive gold 
(Table 3). Nitrogen mustard was given as a 
“desperation measure” even though its pallia- 
tive effect was considered doubtful. Few pa- 
tients treated for metastatic ovarian carci- 
noma with nitrogen mustard intravenously 
and other agents survived more than two 
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years. Only one of our recent patients has 
had intraperitoneal administration of nitro- 
gen mustard as a prophylactic measure. 

Deep roentgen ray therapy to the abdomen 
was the usual treatment in addition to ex- 
cision, especially before the introduction of 
radioactive gold or chemotherapeutic agents 
for treatment of cancer in 1952. Roentgeno- 
therapy still remains the best means of treat- 
ing metastatic Ovarian carcinoma. 

We first used radioactive gold intraperi- 
toneally in 1952, as an adjunct to surgical and 
roentgen ray therapy for carcinoma of the 
ovary. From five to nine days postoperatively 
between 125 and 150 millicuries of Au! are 
instilled into the peritoneal cavity with 500 cc. 
of normal saline; 26 patients with ovarian 
cancer were treated in this way by us. In 20 
of these treatment was directed toward pre- 
venting metastasis and in 6 it was given in 
an effort to prevent reaccumulation of ascitic 
fluid. Undesirable effects of administration 
of radioactive gold have been minimal. In 
patients with ascites, few untoward reactions 
were noted. In only one patient did ileus de- 
velop and this was of moderate intensity. Iso- 
lation of the patient because of radioactivity 
has been more troublesome than local reac- 
tions. 

The efficiency of Au! in reducing the ne- 
cessity for paracentesis for ovarian carcino- 
matosis has been difficult to assess in our ex- 
perience. Rapidly progressing tumors have 
been little affected, but in slowly progressive 
tumors accumulation of fluid has been well 
controlled. 


We have employed intraperitoneal admin- 
istration of Au? prophylactically in our pa- 
tients in whom surgical cure was thought pos- 
sible. Gross metastatic spread is, we believe, a 
contraindication to use of this agent. When- 


TABLE 3 
MANAGEMENT OF 123 CASES OF OVARIAN CARCINOMA 


X-ray 

None 
Operation elsewhere 
Exploration, biopsy 10 
Exploration, oophorectomy 5 
Hysterectomy, oophorectomy, 

omentectomy 12 
Total 38 

N2H—Nitrogen mustard 


and X-ray and 
Surgery NoH 


With Postoperative 
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1 1 1 
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ever ascitic fluid is present without gross meta- 
static nodules, the surface of the tumor 
shows papillary formation, suggesting a break 
through the capsule, or the tumor is ruptured 
or torn in removal, Au! is employed in an 
attempt to prevent local recurrence. Since the 
penetrating power of the beta rays is measured 
in fractions of a centimeter, the tumoricidal 
effect is much less than this, so that this agent 
is ineffective except with superficial implants. 
Such surface irradiation should sterilize the 
peritoneal cavity from metastasis due to im- 
plantation. Diddle® noted that one of 9 ma- 
lignant ovarian cysts is ruptured during its 
removal. It is our belief that peritoneal lavage 
may be ineffective in removing viable neo- 
plastic elements so dispersed. The presence of 
ascitic fluid represents surface irritation and 
probable miscroscopic metastasis. 

Use of intraperitoneal implantation of 
Au}®§ does not contraindicate the use of deep 
roentgen ray or cobalt therapy later. In one of 
our patients in whom Au? was instilled post- 
operatively, residual localized tumor was dis- 
covered after eight months. Deep therapy with 
cobalt was administered elsewhere to the area 
of recurrence. Exploratory laparotomy three 
years postoperatively revealed no malignant 
lesion and the patient has survived two addi- 
tional years without recurrence. 

Although of low grade histologic malig- 
nancy, pseudomyxoma peritonei is a trouble- 
some condition resulting in abdominal pain 
and intestinal obstruction. In one of our pa- 
tients this condition was treated by intracavi- 
tary implantation of Au. Laparotomy es- 
tablished the diagnosis, and the uterus, tubes 
and ovaries were removed. As much pseudo- 
mucinous material as possible was removed. 


FIG, 1 
BEFORE 1953 
ALONE AFTER 
BEFORE 1953 J 
X-RAY AFTER 
WITH BEFORE 1953 | 
X-RAY AFTER (No.of cases 
No of Survivors 
BEFORE 1953 
X-RAYS Au'®® AFTER 


with BEFORE 1953 
AFTER 


WITH BEFORE 1953 
NH AFTER 


10 12 14 CASES 


Results in 44 patients with ovarian carcinoma treated by 
hysterectomy and oophorectomy with supplemental roentgen 
ray, nitrogen mustard or radioactive gold. 
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TABLE 4 
DURATION OF SURVIVAL IN 26 PATIENTS 


ECEIVING AU198 


Duration of Survival 


Type of Treatment No. of Cases in Years 

>I >3 > 
Palliation of ascites 6 2 0 0 
With operation 13 6 8 1 
With operation and x-ray 5 0 0 4 
With operation and N2H 2 0 0 0 
Total 26 8 8 5 


After seven days a 20% solution of papain 
was introduced into the peritoneal cavity b 
catheter four to six hours before Au! was 
instilled. Intestinal resection was required 
for an isolated recurrent lesion, but in the 
year since then, she has had no recurrence. 
Another patient seen at Charity Hospital in 
New Orleans and not included in the present 
series, had had, before Au' therapy, lapa- 
rotomy for recurrence eight months after the 
original operation but it is now four years 
since treatment with gold, and reaccumulation 
of gelatinous material has not occurred. 


Results 


All patients (32.5% of the total) whose pri- 
mary tumor was inoperable or incompletely 
removed failed to survive more than one year 
regardless of the type of supplementary ther- 
apy. Six patients whose primary tumor was 
removed (oophorectomy) are living. One, 
who had supplemental deep roentgen irradia- 
tion, is living more than five years after op- 
eration; the others who had no treatment or 
were treated with supplemental nitrogen or 
Au!*8, are living less than five years after 
oophorectomy. These include the patients 
listed as having “surgical treatment else- 
where,” most of whom seemed to have had 
only oophorectomy. 

Of the 44 patients who had _ bilateral 
oophorectomy and hysterectomy, the number 
of cases and survivors according to type of 
supplementary treatment are shown in figure 
1. Even in those with expectation of surgical 
cure the five year survival rate was only 38.7 
per cent. Of the 13 patients who received 
Au?*8 prophylactically, 10 are alive, although 
2 have recurrent tumors. Neither of these has 
ascites at present. Of the other 13 patients 
treated with Au! and listed in table 3, treat- 
ment of 6 was directed toward control of 
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ascites with significant relief in only 2. One 
patient operated upon elsewhere and treated 
with gold is alive more than five years, and 2 
treated by oophorectomy and Au’ are free of 
disease less than five years after initiation of 
therapy. The duration of survival in the 26 
patients having supplementary Au!®* therapy 
is shown in table 4. 


Comments 


Modern therapeutic methods have little to 
offer patients in whom ovarian carcinoma has 
spread beyond the pelvic region. Unfor- 
tunately, such patients constituted the largest 
group in our series and this is true of other 
reported series. At least 50% of our patients 
had inoperable lesions or had incomplete sur- 
gical removal of the tumor. Late diagnosis, 
resulting from lack of specific symptoms, de- 
lay in seeking medical advice and incomplete 
physical examination, is responsible for such 
therapeutic failures. In only 3 instances in 
our series was an Ovarian carcinoma detected 
during physical examination of an asympto- 
matic woman, and in one of these the con- 
fining capsule had ruptured. Early diagnosis 
can be accomplished only by adequate pe- 
riodic examinations. 

Surgical removal of intact tumors offers the 
most satisfactory survival rates when combined 
with postoperative irradiation. Others?:10-12 
have reported favorable effects with surface 
irradiation of the peritoneal cavity with Au! 
in that it apparently reduces implantation 
metastasis and prevents ascites. In our expe- 
rience, ascites has not developed after 
Au therapy postoperatively, in spite of 
some rapidly fatal recurrences. Moreover, 
when indicated for recurrence, irradiation by 
roentgen ray or cobalt can subsequently be 
administered to tolerance. Although only a 
small number of our patients was treated by 
excision followed by intracavitary implanta- 
tion of Au1%8, the trend in survival of these 
patients has convinced us that this program 
of treatment is sound. 


Summary and Conclusions 


1. Ovarian carcinoma remains a deadly 
menace. Unless detected early in its course, 
survival rates are generally poor in spite of 
surgical therapy, roentgenotherapy and chem- 
otherapy. 


2. One hundred and twenty-three women 
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with ovarian carcinoma were treated at the 
Ochsner Clinic between January 1, 1942, and 
September 1, 1958. Of these 22.7% are alive, 
but of those treated before 1953 only 17.1% 
are alive. 


3. Since 1952, intracavitary instillation of 
radioactive gold has been added to the thera- 
peutic regimen, both as a means of reducing 
ascites and as prophylaxis against intraperi- 
toneal spread of ovarian carcinoma. It is well 
tolerated by the patients and offers additional 
hope of clinical cure. Intracavitary instilla- 
tion of Au’ does not contraindicate addi- 
tional treatment with roentgen ray, cobalt or 
chemical agents. 


4. Intracavitary use of radioactive gold is 
effective in the management of pseudomyxoma 
peritonei. 


5. Radioactive gold should be administered 
intraperitoneally in those patients whose ova- 
rian carcinoma is ruptured during removal, 
in those who have ascites but no obvious 
metastasis, or in those whose tumor shows 
evidence of break through the surface. Sup- 
plemental roentgenotherapy may be directed 
later to isolated metastatic lesions. 
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Discussion (Abstract) 


Dr. Robert M. Ruch, Memphis, Tenn. The salvage 
rates for ovarian carcinoma are so low that any new 
helpful methods of treatment are welcome. These new 
methods, however, will always be difficult to assess 
because ovarian carcinoma has ever been so unpredic- 
table in its behavior. Patients with advanced disease 
considered beyond treatment will sometimes live 8 to 
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10 years, whereas the patient with seemingly ‘“‘com- 
plete” removal of the intact tumor, no demonstrable 
extra ovarian involvement and peritoneal washings 
negative for tumor cells returns in a few months with 
widespread tumor reappearance. The factor of so 
many different histologic types with their response 
variations also adds to the difficulty of such an assess- 
ment. Contributions to the literature such as the ones 
by the authors are, therefore, valuable to add to the 
volume of treated patients for evaluation. 


The prophylactic use of intraperitoneal radioactive 
colloidal gold in ovarian carcinoma is new enough that 
no large volume of patients has been reported and, 
therefore, its evaluation is difficult. There are certain 
theoretical factors which may be borne out in clinical 
results and may eventually negate this means of treat- 
ment. Much work is presently being done to show 
that an increase in oxygen tension to malignant tumor 
cells or even normal tissue will render it more radio. 
sensitive and conversely as the oxygen tension is de- 
creased the cells become more radioresistant. Any tu- 
mor cells floating in ascitic flluid or free in the peri- 
toneal cavity away from the tumor bed would be ex- 
pected to have a completely altered metabolism and 
an extremely low oxygen tension. These cells should, 
therefore, have a marked increase in radioresistance. 


Such theoretical considerations, however, should cer- 
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tainly not prevent a trial of Au1l98 for this use, 

by clinical evaluation will its final value be ascer. 
tained and side effects and complications are ex. 
tremely low as the authors have indicated. 


Cell block studies of peritoneal washings are a sim. 
ple but worthwhile procedure at laparotomy. Eyen 
when the ovarian tumor is removed intact and no 
papillary formation is present on the outside of the 
tumor, malignant cells may be found giving further 
indication for prophylactic gold therapy. The ad. 
vantageous use of Au1l98 in the two patients with 
pseudomyxoma peritonei is very interesting. The many 
loculations and portions of remaining tumor with 
enough bulk to be beyond the few millimeters irradi. 
ation effect of the gold usually mitigates against its 
effectiveness for this condition. I would like to ask 
Dr. Weed whether or not he feels the papain solu. 
tion might have been the factor to overcome the 
loculations. 


The most discouraging feature of this paper and 
others on ovarian carcinoma is the extremely small 
number of ovarian carcinomas diagnosed in the asymp- 
tomatic patient. All of our efforts to encourage women 
to have regular examinations so far has not effectively 
increased this number. At least one third of the pa- 
tients in this series had cancer involvement beyond 
any attempt at curative treatment. 
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Endocrine Clinic 
Virilizing Adrenal Hyperplasia: 


HERBERT A. BURKE, M.D., and GRANT W. LIDDLE, M.D., 
Nashville, Tenn. 


\N EXCESS OF ANDROGENIC STEROIDS is mani- TABLE 1 
fested in the male by premature attainment EFFECTS OF ANDROGENIC STEROID EXCESS 

nd in the female by varying de- 
of puberty I ying h 1. Pseudohermaphrodism 
grees of masculinization. In either sex the 
manifestations of excess androgen may be re- 3. Muscularity 

ferred to virilism. The differential diag 
nosis of virilism includes—(1) congenital 6 puberty 
i ioni 7. Suppression of estrogen effects: 
adrenal hyperplasia, (2) functioning tumors 
of the gonads or adrenal cortices, (3) preco- (&) Amenorvhes 

cious secretion of pituitary gonadotropins, : ion 
and (4) factitious virilism due to androgen 9. Hirsutism 

10. Baldness 


therapy or due to maternal prenatal progestin 
therapy. A list of the manifestations of an ex- 
cess of androgenic steroid may be found in 


11. Coarse voice 


5 ft. 1Y% in. She was a muscular woman with a slightly 


table 1. husky voice and a somewhat masculine habitus (Figs. 
The following case of virilizing congenital 1 and 2). The frontal hairline receded and the chin 
adrenal hyperplasia is presented to illustrate FIG. 1 


certain principles of adrenocortical homeo- 
stasis and the application of those principles 
in the diagnostic approach to and the rational 
therapy of this disorder. 


Case Presentation 


The patient,** a 25 year old housewife, entered the 
hospital in May, 1957, with the chief complaint of 
never having menstruated. Although her early growth 
had not been regarded as remarkable, she stated she 
had always been muscular and that her clitoris had 
always been large. At age 13 years there occurred rapid 
growth of pubic, axillary, and hypogastric hair; sub- 
sequently hair growth on her chin developed to the 
degree that it required daily plucking. She had never 
menstruated nor experienced lower abdominal cramps. 

The patient had married at the age of 20 years, 
libido seemed adequate, and sexual intercourse oc- 
curred 1 to 3 times per week with attainment of 
orgasm. Contraception had not been practiced, but 
there had been no pregnancies. There was no history 
of weakness, acne, backache or hypertension. She had 
not noted nausea, vomiting, hyperpigmentation or re- 
cent change in weight. The family history was 
negative. 

Physical examination: B.P. 130/70, T. 98.6°, height 


wo" the Department of Medicine, Vanderbilt University Note the muscularity, distinct masculine habitus, mammary 
wae of Medicine, Nashville, Tenn. hypoplasia, masculine escutcheon and clitoral enlargement. 
Referred to Vanderbilt University Hospital by Dr. Lynch ‘Moderate enlargement and tenderness of the breasts oc- 

D. Bennett of Nashville, Tenn. curred during the first 4 months of corticoid therapy. 
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was bearded. There was no hyperpigmentation. The 
breasts were small and contained little palpable 
glandular tissue. The heart, lungs, and abdomen were 
normal. The escutcheon was masculine. The clitoris 
was definitely enlarged, measuring 1 cm. in diameter 
and 1.5 cm. in length (Fig. 6, D). The vaginal in- 
troitus was normal; there was no urogenital sinus. 
The uterine cervix and fundus were somewhat small 
but were otherwise normal. The ovaries were palpable 
but not enlarged. 


Laboratory findings: WBC was 11,650 per cu. mm. 
Total circulating eosinophils were 184 per cu. mm. 
The urinalysis, differential white cell count, hemato- 
crit, sedimentation rate, fasting blood sugar, N.P.N.. 
serum sodium, potassium, alkaline phosphatase, bili- 
rubin, total cholesterol and prothrombin time were all 
within normal limits. An assay of pituitary gonado- 
tropins in the urine gave normal results (more than 
13 mouse units per 24 hours). 


Studies of adrenocortical function (Figs. 3 and 4). 
Under “basal” conditions the urinary 17-ketosteroids 
were markedly elevated at 90 mg. per 24 hours (normal 
5 to 15), whereas the urinary 17-hydroxycorticoids 
were normal at 8 mg. per 24 hours (normal 4 to 10). 
In response to a standard ACTH test (50 mg. ACTH 
in 1 liter of normal saline as a constant intravenous 
infusion over an 8 hour period), the 17-ketosteroids 
rose only slightly further (to 100 mg. per 24 hours). 
The 17-hydroxycorticoids rose only to 13 mg. per 24 
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FIG. 2 


\) 


Recession of frontal and temporal hairline is apparent. The facial hair does not photograph well. 


hours (normal response 20 to 40). In_ response to 
treatment with a potent ACTH suppressing corticoid, 
rapid and marked sup- 
pression in both 17-ketosteroid and 17-hydroxycorti- 
coid values occurred. The urinary aldosterone, on un- 
restricted diet, was 10 mcg. per day (normal 3 to 12). 


FIG. 3 
25 — 
FEMALE 
F H 
Hydrocortisone !Omg id T Prednisone 5mg tid | 
100); 
7- Ket Congenita v 
Steroids Adrenal 
Hyperplasia 


Urinary 17-ketosteroids of patient J. compared with average 
normal values for this laboratory. Under resting conditions 
the urinary 17-ketosteroids were markedly elevated at 80-100 
mg. per 24 hours; in response to a standard ACTH test 
significant further elevation did not occur. In response to 
treatment with a potent ACTH-suppressing  corticoid, 
A?-9a-fluorohydrocortisone (A!FF), 0.5 mg. every 6 hours 
for 8 doses, rapid and marked suppression of urinary 
17-ketosteroid values occurred. 
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FIG. 4 
J A 
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Hydrocortisone t.i.d. 
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Urinary 17-hydroxycorticoids of patient J. compared with 


average normal values for this laboratory. Under resting 
conditions the urinary 17-hydroxycorticoids are normal; in 
response to a standard ACTH test a rise only to 13 mg. per 
94 hours occurred (normal response 20-40). In response to 
treatment with a potent ACTH-suppressing  corticoid, 
A}-9a-fluorohydrocortisone, rapid and marked suppression in 
17-hydroxvcorticoid values occurred. 


On the basis of these results the diagnosis of viriliz- 
ing congenital adrenal hyperplasia was made, and 
treatment with hydrocortisone, 10 mg. orally t.i.d. was 
begun (Fig. 3). Since urinary 17-ketosteroids did not 
fall sufficiently, effective steroid therapy was increased 
by changing to prednisone 5 mg. t.i.d.; this was associ- 
ated with a fall in urinary 17-ketosteroids to normal. 
After 2 months of corticoid therapy, menses began 
and have recurred regularly at monthly intervals 
since. The breasts began to enlarge with palpable 
glandular tissue and became tender. Clitoral erections 
became much less frequent. The facial contours be- 
came more feminine, and the rate of beard growth 
decreased greatly. After several weeks of treatment it 
was possible to decrease prednisone dosage to 2.5 mg. 
every 12 hours without a rise in 17-ketosteroid levels 
in excess of 10 mg. per day. 


Discussion 


Pathologic physiology. Under normal cir- 
cumstances the adrenal cortex responds to 
ACTH by the synthesis and secretion of hy- 
drocortisone as its most significant physio- 
logic product. Normally hydrocortisone is the 
only adrenal steroid which is secreted in 
quantities which are adequate to restrain 
pituitary secretion of ACTH.'? The other 
steroids are either very weak suppressors of 
ACTH or are secreted in only trivial quanti- 
ties by the human adrenal. Since hydrocorti- 
sone is the steroid which determines the rate 
of secretion of ACTH and, therefore, of over- 
all adrenocortical homeostasis, the other corti- 
costeroids* may be regarded as by-products of 
hydrocortisone secretion. Among these by- 
products are certain 17-ketosteroids and 
androgens (Fig. 5). Under normal conditions 


*Except aldosterone which has a_ separate r ; 
egul 
mechanism. 
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these so-called by-products are of little signifi- ) 
cance, but when secreted in large excesses ¥ 
they may lead to clinically significant viriliza- 
tion. In congenital virilizing adrenal hyper- 
plasia defects in the enzymatic systems re- 
sponsible for hydroxylating the steroid mole- 
cule result in inefficient synthesis and secre- 
tion of hydrocortisone? The suboptimal 
production of hydrocortisone permits high 
endogenous ACTH production (Fig. 5). 
Under the influence of high levels of ACTH 
hydrocortisone secretion often rises toward 
normal, but simultaneously large excesses of 
the hydrocortisone by-products are secreted 
and the adrenal glands undergo bilateral 
hyperplasia. 

Approximately 25% of infants with con- 
genital adrenal hyperplasia exhibit a ten- 
dency to lose sodium and retain potassium; 
this “salt-losing syndrome” is probably related 
to impaired secretion of aldosterone by the 
adrenal glands.18 

Rarely a patient with virilizing congenital 
adrenal hyperplasia exhibits hypertension. 
This condition has been shown to be related 
to a specific defect in 118-hydroxylation ot 
steroids by the adrenal cortex, with resultant 
secretion of large quantities of 11-desoxycorti- 
costerone and compound S.§ 

Clinical aspects. The clinical manifesta- 
tions of congenital virilizing adrenal hyper- 


FIG. 5 


NORMAL <—> HYDROCORTISONE 


~saBy-PRODUCTS “ 
17-KETOSTEROIDS 
ANDROGENS 


CONGENITAL 
--- NO HYDROCORTISONE 


HYPERPLASIA 
WITH 
VIRILISM BY-PRODUCTS 
17-KE TOSTEROIDS 
ANDROGENS 


Normal pituitary-adrenal relationships compared with the 
situation existing during the development of virilizing con- 
genital adrenal hyperplasia. Normally hydrocortisone is the 
only adrenal steroid which is secreted in quantities suffi- 
cient to restrain pituitary secretion of ACTH. Certain 
17-ketosteroids and androgens are of little significance and 
may be regarded as by-products of hydrocortisone synthesis. 
In congenital virilizing adrenal hyperplasia defects in the 
enzymatic systems responsible for hydroxylating the steroid 
molecule result in inefficient synthesis and secretion of hy- 
drocortisone. The suboptimal production of hydrocortisone 
permits high endogenous ACTH production. Under the in- 
fluence of high ACTH levels hydrocortisone secretion often 
rises toward normal (not shown in diagram), but simulta- 
neously large excesses of 17-ketosteroids and androgens are 
— and the adrenal glands undergo bilateral hyper- 
plasia. 
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FIG. 6 


A B D 
The genital dystrophies of virilizing congenital adrenal hyperpiasia vary widely in severity. (A) Age 2 yrs. (C.F.) This girl 
was thought at the time of birth to be a boy with hypospadias and bilateral cryptorchidism. Urinary 17-ketosteroids at age 
2 years were 4.3 mg. per 24 hours (normal less than 1.0). Buccal mucosa smears revealed female chromatin pattern. Endos- 
copy demonstrated urogenital sinus but otherwise normal vagina and uterus. (B) Age 7 yrs. (T.T.) This girl was brought 
to the clinic ‘‘because she was as much a boy as a girl.’ Urinary 17-ketosteroids at age 7 years were 68 mg. per 24 hours 
(normal less than 4.0). Bone age was 13 years. There was a urogenital sinus. Following cortisone therapy the patient exhibited 
breast development and began to have regular menstrual periods. (C) Age 30 yrs. (M.R.) This woman had always had a 
large clitoris. Rapid growth until age 11 years when growth ceased. Puberty at age 10 years. Never menstruated. Marked 
hirsutism. Breasts totally undeveloped. Urinary 17-ketosteroids at age 30 years were 54 mg. per 24 hours (normal less than 
15). Pelvic examination revealed normal findings except that the uterus was small. (D) Age 25 yrs. The patient described 
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under ‘‘Case Presentation.” 


plasia vary with the amount of virilizing hor- 
mone secreted, the period of life such excess 
secretion begins and the sex of the patient. 


In the female, if large amounts of virilizing 
hormones are secreted before complete forma- 
tion of the vagina and its separation from the 
urinary tract, a urogenital sinus together with 
some fusion of scroto-labial folds may result. 
The clinical appearance may simulate that of 
a hypospadic male with cryptorchidism. If 
the effects of large amounts of virilizing hor- 
mones are only slight until after the vagina 
has been formed and separated from the uri- 
nary tract, there will at birth be no charac- 
teristic abnormalities other than clitoral hy- 
pertrophy. During childhood other signs of 
androgen excess appear. Somatic growth is 
rapid, but epiphyseal closure occurs at an 
early age so that ultimate stature is usually 
less than average. Pubic and axillary hair may 
appear at as early an age as 2 years or as late 
as the age of normal puberty. Thus if the 
clitoral hypertrophy is not conspicuous and 
puberty is not alarmingly precocious, the pa- 
tient with virilizing congenital adrenal hyper- 
plasia may seek medical advice for her endo- 
crinologic disturbance only in adult life when 
her complaints are those of amenorrhea or 
oligomenorrhea, hirsutism, infertility, or loss 
of scalp hair, and mammary hypoplasia. 

The spectrum of genital dystrophies in 
congenital adrenal hyperplasia is illustrated 
in figure 6. 


In males an early excess of androgen re- 
sults in no abnormality of sex differentiation 
but does lead to early and excessive develop- 
ment of the penis, prostate, pubic hair and 
male body habitus. Because of the large phal- 
lus and rapid somatic growth this condition 
is sometimes referred to as “macrogenitosomia 
precox.”” 

Genetic and familial aspects. Evidence has 
been obtained suggesting that virilizing con- 
genital adrenal hyperplasia is a genetically 
determined disorder, transmitted by a reces- 
sive gene; obvious manifestations are thus 
produced only in the homozygote.14 

Diagnosis. The diagnosis of congenital 
virilizing adrenal hyperplasia is simple and is 
based upon, (1) signs of virilization, (2) ele- 
vated 17-ketosteroid excretion, and (3) easy 
suppressibility of 17-ketosteroid levels with 
hydrocortisone-like steroids. The differential 
diagnosis of congenital virilizing adrenal hy- 
perplasia is shown in figure 7. Only in viriliz- 
ing adrenal hyperplasia does one encounter 
elevated 17-ketosteroids which are easily sup- 
pressed by physiologic amounts of hydrocorti- 
sone or its analogues. In true precocious pub- 
erty the 17-ketosteroids are normal when re- 
lated to bone age of the patient although ele- 
vated when related to the chronologic age. 
Virilizing adrenal and gonadal tumors are 
often associated with elevated 17-ketosteroids, 
but 17-ketosteroid secretion by such tumors is 
usually not dependent upon ACTH; there- 
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FIG. 7 


DIFFERENTIAL DIAGNOSIS OF 
CONGENITAL VIRILIZING ADRENAL HYPERPLASIA 


SUPPRESSIBILITY OF 


17-KETOSTEROIDS 17-KETOSTEROIDS 


CONGENITAL VIRILIZING t t MARKED 
ADRENAL HYPERPLASIA 
tf NONE or SLIGHT 
TUMOR 
VIRILIZING GONADAL 
TUMOR 
NORMAL 
(commensunare 
PRECOCIOUS PUI WITH BONE AGE 
PUBERTY NORMAL 
( COMMENSURATE MODERATE 
INTRACRANIAL LESIONS WITH BONE AGE 
PRENATAL MATERNAL NORMAL MODERATE 
PROGESTIN THERAPY 


Only in congenital virilizing adrenal hyperplasia does one 
encounter elevated 17-ketosteroids which are easily sup- 
pressed by physiological amounts of hydrocortisone or its 


analogs. 


fore, the urinary 17-ketosteroids are usually 
only slightly suppressible in this group of pa- 
tients. Prenatal maternal progestin therapy, 
given usually in cases of habitual abortion, 
may be associated with virilization in the 
newborn. Under such circumstances the 
child’s 17-ketosteroids will be normal and 
progressive virilization does not occur. 


Rationale of corticoid therapy. The basic 
difficulty in virilizing congenital adrenal hy- 
perplasia is relative deficiency of hydrocorti- 
sone leading to a compensatory increase in 
ACTH secretion and a secondary increase in 
adrenocortical secretion of the androgenic by- 
products of hydrocortisone. In order to break 
this cycle one needs to provide exogenous 
hydrocortisone in physiologic amounts. Adren- 
ocortical inhibition can be induced most 
rapidly if somewhat larger doses of hydrocor- 
tisone are used initially, because hyperplastic 
adrenal glands are extremely responsive to 
even small amounts of ACTH. Ultimately 
dosages of hydrocortisone can be reduced to 
levels such as are employed as chronic substi- 
tution therapy in Addison's disease, so that 
stigmata of Cushing’s syndrome need never 
occur. 


In patients with salt-losing syndrome a sec- 
ond steroid, such as fludrocortisone, should 
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be employed to compensate for the deficiency 
in aldosterone secretion. With appropriate 
treatment the process of virilization becomes 
arrested; however, structural changes such as 
clitoral hypertrophy and precocious bone 
maturation will persist. 


Summary 


A case of virilizing adrenal hyperplasia has 
been described. The key diagnostic features in 
this disease are clinical signs of virilism and 
elevated urinary 17-ketosteroids that are 
suppressible to normal levels by use of 
cortisone-like steroids. Continued suppression 
of adrenal androgens with physiologic doses 
of hydrocortisone-like steroids corrects the 
major chemical and clinical abnormalities ex- 
cept for such irreversible structural abnormal- 
ities as may have been acquired prior to 
treatment. 


References 


1. Sayers, G.: The Adrenal Cortex and Homcos:asis, Physiol. 
Rev. 30:241, 1950. 

2. Lewis, R. A., Rosenberg, E., and Wilkins, L.: The Ef- 
fects of 17-hydroxy-11-dehydrocorticosterone upon the 
Adrenals of Normal and of Hypophysectomized Rats 
Maintained with Adrenocorticotropin Hormone, Endocrin- 
ology 47:414, 1950. 

3. Sydnor, K. L., Kelley, V. C., Raile, R. B., Ely, R. S.. 
and Sayers, G.: Blood Adrenocorticotrophin in Children 
with Congenital Adrenal Hyperplasia, Proc. Soc. Exper. 
Biol. & Med. 82:695, 1953. 

4. Bartter, F. C., Albright, F., Forbes, A. P., Leaf, A., 
Dempsey, E., and Carroll, E.: The Effects of Adrenocorti- 
cotropin Hormone and Cortisone in Adrenogenital Syn- 
drome Associated with Congenital Adrenal Hyperplasia: 
An Attempt to Explain and Correct its Disordered Hor- 
monal Pattern, J. Clin. Invest. 30:237, 1951. 

5. Jailer, J. W.: Virilism, Bull. New York Acad. Med. 29: 
377, 1953. 

6. Wilkins, L., Bongiovanni, A. M., Clayton, G. W., Grum- 
bach, M. M., and Van Wyk, J. J.: Virilizing Adrenal 
Hyperplasia: Its Treatment with Cortisone and the Na- 
ture of the Steroid Abnormalities, Ciba Found. Coll. on 
Endocrinol. The Human Adrenal Cortex 8:460, 1955. 

7. Dorfman, R. I.: Adrenocortical Steroids in Humans: 
Metabolism and Generalizations, Ciba Found. Coll. on 
Endocrinol. The Human Adrenal Cortex 8:112, 1955. 

8. Jailer, J. W., Gold, J. J., Vande Wiele, R., and Lieber- 
mann, S.: 17-a-Hydroxyprogesterone and 21-Desoxyhydro- 
cortisone: Their Metabolism and Possible Role in Congen- 
ital Adrenal Virilism, J. Clin. Invest. 34:1639, 1955. 

9. Morris, C.: A Proposed Mechanism for the Synthesis of 
Steroids in the Adrenal Cortex, Ciba Found. Coll. on 
Endocrinol. 4:372, 1952. 

10. Lewis, R. A., and Wilkins, L.: The Effect of ACTH in 
Congenital Adrenal Hyperplasia with Virilism and _ in 
Cushing’s Syndrome Treated with Methyltestosterone, J. 
Clin. Invest. 28:394, 1949. 

11. Bongiovanni, A. M., Eberlein, W. R., and Cara, J.: Stud- 
ies on the Metabolism of Adrenal Steroids in the Adreno- 
genital Syndrome, J. Clin. Endocrinol. 14:409, 1954. 

12. Christy, N. P., Wallace, E. Z., and Jailer, J. W.: The 
Effect of Intravenously-administered ACTH on Plasma 
17, 21-Dihydroxy-20-Ketosteroids in Normal Individuals 
and in Patients with Disorders of the Adrenal Cortex, J. 
Clin. Invest. 34:899, 1955. 

13. Blizzard, R. M., Liddle, G. W., and Migeon, C. J.: 
Aldosterone Excretion in Patients with Virilizing Adrenal 
Hyperplasia with Normal and Low Salt Intake, Proc. 
Endocrinol. Soc. p. 60, 1958. 

14. Grumbach, M. M., and Wilkins, L.: The Pathogenesis 
and Treatment of Virilizing Adrenal Hyperplasia, Pedi- 
atrics 17:418, 1956. 


a 
| 
| 
ge 
ht | 
Ts 
in 
Te- 
ion 
nd | 
al- 
on 
lia 
1as 
lly 
es- 
us 
tal 
is 
le- 
ith 
ial 
iz- | 
er 
p- 
ti- | 
re- | 
le- 
| 
re | 
is : 
e- | 
| 


Plastic Repair of the Denuded Penis 


CARL L. WILSON, M.D., MORTON C. WILSON, M.D.,t Fort Smith, Ark. 


PRIOR TO THE ERA Of sulfonamide and anti- 
biotic therapy, most cases of necrosis and 
sloughing of genital skin resulted from infec- 
tion. In this mechanical age the most common 
cause of loss of penile skir is avulsion by 
moving parts of machinery. Technical faults 
in circumcision, of course, can produce a sim- 
ilar result. Years ago a common method of 
circumcision was removal of excessive foreskin 
with the electrocautery. The redundant skin 
was pulled forward, a clamp applied, and the 
distal portion removed with the electrosurgi- 
cal blade. This procedure is quick and simple. 
It controls bleeding, but it may occasionally 
result in interesting complications. Excessive 
traction on the foreskin may lead to removal 
of too much skin, varying amounts of glans 
may be included in the clamp or excessive 
current may energize the clamp, charring the 
skin proximal to it and producing gangrene 
with slough. We have recently treated such a 
case. 

Repair of genital injuries must strive for 
cosmetic restoration as well as functional re- 
sult, since the psychologic injury may be 
equally as severe as the physical destruction. 

Surgery must usually be limited to skin 
grafting, since replacement of glandular or 
cavernosal substance cannot be accomplished. 
The ideal result should supply integument 
extensive enough to cover the denuded area 
and elastic enough to accommodate to erec- 
tion, making allowance for growth in the in- 
fant and prepubertal boy. If possible, it is 
desirable to employ skin free of hair and of 
good tactile quality. The simplest, but least 
satisfactory, method is to utilize split thick- 
ness skin grafts from such relatively hairless 
donor sites as the arm, thigh, or upper abdo- 


*Read before the Section on Urology, Southern Medical 
Association, Fifty-Second Annual Meeting, New Orleans, La., 
November 3-6, 1958. 


+From the Holt-Krock Clinic, Fort Smith, Ark. 


288 


men. Although employed successfully by 
Thorek,! Brown,” and others, this procedure 
supplies relatively inelastic skin, and it js 
technically difficult to graft skin over a 
rounded surface. 

Full thickness pedicle grafts from the thigh 
or adjacent portions involve complicated 
multistage plastic procedures, and the skin so 
obtained is often too thick, lacking the neces- 
sary elasticity. Profuse sweating of the grafted 
skin may also be disturbing to the patient. 

The ideal solution is to employ a full 
thickness graft of scrotal skin which is partic- 
ularly suitable due to its elasticity, redun- 
dancy, and abundant blood supply. Like 
penile skin, scrotal integument is sparsely 
covered with hair and rich in sebaceous 
glands. 


Repair can be accomplished either by the 
“sandwich” method (Byars*) of dissecting up 
flaps of scrotal skin which are approximated 
over the penis, or by undermining a cuff of 
scrotal skin and burying the naked penis in 
this subcutaneous tunnel (Veseen*). The cov- 
ered penis is freed from this bed at a second 
stage. In those injuries to the penis which are 
accompanied by loss of scrotal skin, the same 
technic may be applied to utilize the adjacent 
skin in the thigh or abdomen. 


Sexually active patients who undergo par- 
tial amputation of the penis for carcinoma of 
the glans usually are able to maintain satis- 
factory sexual relationships. Thus, attempts to 
reconstruct a penis using rib cartilage or an 
acrylic prosthesis should be reserved for virtu- 
ally complete amputations. 


Case History 


We saw this patient 3 weeks after birth. The child 
had been circumcised one day after delivery. The guil- 
lotine method. of circumcision had been used and the 
electrocautery employed. Mother and child left the 
hospital on the 6th postpartum day. One week later 
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FIG. 1, a-f 


PLASTIC REPAIR OF THE DENUDED PENIS—Wilson and Wilson 


another physician examined the child and found the 
entire penis to be black and gangrenous. Two days 
later it had apparently sloughed off completely and 
there remained only a small scarred area at the base. 

On physical examination at 3 weeks the penis ap- 
peared to have been amputated at its base. All that 
remained was an area of scarring the size of a five cent 
piece (Fig.1, a). The patient could void a stream about 
the caliber of a #23 hypodermic needle through a hair- 
like orifice in this scar. Cavernosal tissue could be pal- 
pated under the scar. 

At the age of 3 weeks a first stage procedure was 
performed under whiskey anesthesia. Scar tissue was 
excised and after removing dense adhesions, a com- 
pletely denuded penis was exposed. There was com- 
plete loss of the glans, but about two-thirds of the 
penile shaft was intact. Two horizontal incisions were 
made an inch apart in the scrotum.and the interven- 
ing skin undermined to create a subcutaneous tunnel 
(Fig. 2, b). The penis was inserted under this bridge of 
full thickness skin and the distal incision sutured 
around the end of the penis, leaving the amputated 
end exposed (Fig. 1, c). The proximal, horizontal inci- 
sion was closed vertically, utilizing the Heineke- 
Mikulitz principle to create increased skin length (Fig. 
1, d). A Furacin dressing was applied. Recovery was 
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uneventful, healing complete and the patient dis- 
charged 12 days later. 


The second stage was performed 6 weeks later under 
open-drop ether. By this time scrotal skin was adherent 
over the entire penis and the cut distal end of penis 
completely epithelialized (Fig. 1, e). The penis was 
freed from its subcutaneous bed along with adequate 
flaps of scrotal skin adherent to the sides and distal 
end (Fig. 1, f). These three flaps were approximated, 
without tension, over the naked ventral surface and 
the scrotal incision closed vertically (Fig. 1, g). A mea- 
totomy was performed to insure an adequate urethral 
orifice. Recovery from this second procedure was also 
uneventful. 


The child is now four and one-half years after the 
operation, with a good functional and cosmetic result 
(Fig. 2, a and b). He is voiding with a large stream 
(Fig. 2, ¢). 
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FIG. 2 


Summary 


(1) A case of partial amputation and com. 
plete denudation of the penis resulting from 
use of the electrocautery to perform a circun- 
cision is reported. 

(2) A technic of full thickness skin grafting 
utilizing a subcutaneous tunnel of scrotal skin 
is described. 
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The Labial Salivary Glands and 
Mucocele of the Lip: 


EDWARD P. CAWLEY, M.D., and CLAYTON E. WHEELER, M.D.,t 


Charlottesville, Va. 


Histologic studies are reported of both the salivary glands of the lip and the 
cyst-like mucocele arising from a traumatized ductal system. 


THE LABIAL SALIVARY GLANDS may give rise to 
mucocele of the lip under suitable circum- 
stances. Some of the important features of 
these salivary glands and of mucocele of the 
lip, including observations on certain of their 
carbohydrate components, are described in 
the paragraphs which follow. 


The Labial Salivary Glands 


The labial salivary glands, tubulo-alveolar 
and merocrine in type, are subsidiary or acces- 
sory to the major salivary glands. They are 
present in the submucosa of the upper and 
lower lip and can be easily detected on palpa- 
tion as small shot-like nodules. The labial 
salivary glands are of a mixed (mucous and 
serous) type although mucous elements pre- 
dominate.'? Some alveoli may be composed 
entirely of mucus secreting cells, others en- 
tirely of serous cells and some may contain 
both kinds of cells.* The microscopic charac- 
teristics of the mucous and serous cells vary 
somewhat with the phase of activity? and may 
be altered by fixative agents and staining. In 
routine sections stained with hematoxylin and 
eosin the mucous cells are of a pale blue color, 
as compared with the reddish-purple hue of 
the serous cells. The mucous cells rest on a 
basement membrane and have distinct out- 
lines. In the living, secretion granules or 
mucigen droplets (believed to be the pre- 
cursors of mucin) occupy the network of the 
cytoplasm of the mucous cells, but the granules 
may not be demonstrable in specimens which 
have been fixed and stained in routine fash- 
ion. The serous cells also rest on a basement 
membrane but their outlines are apt to be 


*Chairman’s Address, read before the Section on Dermatol- 
ogy and Syphilology, Southern Medical Association, Fifty-Second 
Annual Meeting, New Orleans, La., November 3-6, 1958. 
_tFrom the Department of Dermatology, University of Vir- 
ginia School of Medicine, Charlottesville, Va. 


indistinct.* In the “resting” condition the 
cytoplasm of the serous cells is filled with 
zymogen granules (believed to be the intracel- 
lular representatives of the enzyme amylase)? 
and these can be demonstrated even after fix- 
ation with formalin. The ducts of the labial 
salivary glands, which terminate on the mu- 
cosal surface of the lip, are relatively short and 
are lined with epithelium which varies from 
columnar to stratified squamous in type.* The 
chief function of the salivary glands, includ- 
ing those of the lip, appears to be secretory 
but they may also serve an excretory function 
at times.? The accessory salivary glands, in- 
cluding those of the lip, apparently discharge 
continuously, as compared with the major 
salivary glands, which discharge only when 
certain stimuli act upon them.® Saliva is the 
accumulation of secretory and excretory prod- 
ucts discharged by the various salivary glands. 
Pure saliva is a clear, colorless fluid.? Its 
opacity, as observed under usual conditions, 


FIG. 1 


Mucocele of the lower lip, of several weeks duration. 
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is attributed to the presence of polymorpho- 
nuclear leukocytes and lymphocytes (referred 
to under these circumstances as salivary cor- 
puscles*) and desquamated epithelial cells.” 


Mucocele of the Lip 


Mucocele of the lip presents itself on the 
mucosal surface, usually of the lower lip, as a 
semiglobular, bluish-colored, painless, cystic 
structure which may vary from a few milli- 
meters to a centimeter or more in diameter 
(Fig. 1). It contains a thick, gelatinous ma- 
terial and refills rather promptly if the con- 
tents are simply evacuated. Routine sections 
stained with hematoxylin and eosin show the 
following microscopic features: The cyst, 
which is located in the lamina propria or 
submucosa of the lip, causes pressure atrophy 
of the overlying epithelium and effacement 
of the rete ridges, especially in lesions of large 
size and long duration. The cavity of the 
cyst is an ill-defined pool or pools in a few 
lesions (Fig. 2) but in most it is clearly out- 
lined by a wall of connective tissue (Fig. 3) or 
granulation tissue. Although the epithelial 
lined salivary ducts ostensibly give rise to 
mucocele of the lip, in the form of a retention 
cyst,°8 neither the wall of the cyst nor the 
lining of the wall is comprised of epithelium. 
The contents appear to be of a similar char- 
acter in both the poorly outlined and the well 
circumscribed lesions and consist of pink 


FIG. 2 


Se 


A newly formed labial mucocele, comprised of several ill- 
defined pools of saliva just inferior to the epithelium. The 
dark staining structures at the bottom of the photomicro- 
are were parts of labial salivary glands. H & E stain. 
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A fully developed- labial mucocele. The wall was com- 
prised mainly of connective tissue although transformation 
to granulation tissue had begun in some areas. H & E 
stain. (X 11). 


staining threads, strands and clods of homo- 
genous material, intermingled and inter- 
twined in some instances to produce a reticu- 
lated pattern. Polymorphonuclear leukocytes, 
fibroblasts and macrophages, varying in num- 
ber from lesion to lesion, are embedded in 
this material. The accessory salivary glands in 
proximity to the cyst, show varying degrees of 
atrophy, interstitial fibrosis and _ infiltration 
by lymphocytes and plasma cells. 


Experimental Study 
Materials and Methods 


Eleven specimens of labial mucocele and 
several salivary gland-bearing specimens from 
normal lips (all from the lower lip of humans) 
were fixed in formalin, sectioned and treated 
with hematoxylin and eosin (H & E), and with 
the alcian blue (AB)—periodic acid-Schiff 
(PAS) combination (AB-PAS)®" according to 
the technic of Mowry.!* Information derived 
from the sections treated with H & E,'® a well 
known stain which does not call for discussion 
here, has been incorporated in the foregoing 
descriptions of the labial salivary glands and 
mucocele of the lip, and the observations re 
ported below are concerned primarily with the 
AB-PAS positive components of these struc 
tures. The AB-PAS combination stains sub- 
stances believed to be acid mucopolysac 
charides various shades of blue (AB positive) 
and 1, 2-glycols a magenta hue (PAS positive), 
enabling their simultaneous demonstration in 
histologic sections.®!!_ In the next two para 
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phs will be described, (1) observations on 
labial salivary glands stained with AB-PAS, 
and (2) observations on mucocele of the lip 
stained with AB-PAS. 

(1) Labial salivary glands. It was not pos- 
sible to distinguish mucous cells and alveoli 
from serous cells and alveoli with the AB-PAS 
stain, despite the known numerical predomi- 
nance of the former in labial salivary glands,1-* 
and the following comments apply to both 
types of cells and alveoli. Although variable, 
numbers of salivary gland cells, parts of some 
alveoli and even some entire alveoli were 
AB-PAS negative, a large proportion of cells 
contained AB-PAS positive material in the 
form of cytoplasmic granules of small size. 
The granules in any given positive cell were 
uniformly blue (AB positive) or magenta 
(PAS positive), but in some alveoli there was 
an assortment of AB positive and PAS positive 
cells, and in some instances they lay side by 
side in the same alveolus (Fig. 4). The num- 
ber of granules within positive cells varied 
from a few, usually located in a portion of 
the cell nearest a duct, to many. The nuclei 
of a few salivary gland cells were weakly AB 
positive and some basement membranes were 
weakly PAS positive, but these findings were 
inconsistent and unimpressive. Cells of the 
ductal epithelium were AB-PAS negative. Oc- 
casional strands and shreds, some of which 
were AB positive and some PAS positive, and 
probably representing material being dis- 


FIG. 4 


A portion of a labial salivary gland treated with the AB-PAS 
combination. The dark staining cells contained AB positive 
granules while the light staining cells contained PAS posi- 
tive granules. Note that AB positive and PAS positive cells 
lay side by side in some alveoli. (X 455). 


MUCOCELE OF LIP—Cawley and Wheeler 


A portion of a labial mucocele treated with the AB-PAS 
combination, The dark staining contents were AB positive, 
while the light staining wall, comprised mainly of granula- 
tion tissue, contained PAS positive granules. (X 225). 


charged from the glands, were observed in the 
lumen of some ducts. 


(2) Mucocele of the lip. The threads, 
strands and clods of homogenous material 
comprising the contents of both the poorly 
outlined, and the well demarcated cysts varied 
from blue (AB positive) to magenta (PAS 
positive). The cytoplasm of the macrophages 
embedded in the cystic contents was PAS pos- 
itive but their nuclei were not stained; the 
other cell types observed in the cystic contents 
of sections stained with H & E were not dem- 
onstrable with the AB-PAS technic. The cyst 
walls comprised of connective tissue were blue 
(AB positive), and the AB positive ma- 
terial was diffusely and regularly distributed 
throughout the connective tissue wall. The 
cyst walls comprised of granulation tissue, on 
the other hand, contained large numbers of 
magenta (PAS positive) granules and rela- 
tively small quantities of AB positive material 
(Fig. 5). 

Comments 


The labial salivary glands are accessory to 
the major salivary glands and are present in 
the submucosa of the upper and lower lip. 
They are comprised of mucous and serous 
cells (although mucous elements predominate) 
and epithelial lined ducts, and contribute, 
along with other salivary glands, to the total 
output of saliva. Mucocele of the lip has been 
known for years!4 and has been thought to be 
a retention cyst®8 resulting from obstruction 
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of a duct or ducts of a labial salivary gland. 
Mucoceles did not ensue after experimental 
obstruction of salivary ducts in mice,!> how- 
ever, indicating that ductal obstruction per se 
is not the causative factor.5 When salivary 
ducts in mice and rats were severed, on the 
other hand, lesions identical with human 
labial mucoceles developed in 8 of 11 experi- 
mental animals!® consequent to the escape of 
saliva and its accumulation in adjacent tis- 
sues. It is also worth noting that in at least 
one specimen of a human labial mucocele it 
has been possible to demonstrate a defect in a 
salivary duct, which communicated directly 
with the cystic cavity!® and it is probable that 
serial sectioning of all labial mucoceles would 
turn up additional examples of such a rela- 
tionship. Furthermore, available evidence!.16 
indicates that newly formed human labial 
mucoceles consist of an ill-defined pool or 
pools of saliva which lacks a definite wall, 
that older mucoceles are outlined by a wall of 
connective tissue or granulation tissue, and 
that the lesions are not encompassed at any 
stage by a wall of ductal epithelium, as should 
be observed if they resulted from obstruction 
of a salivary duct. The inference which may 
be drawn from currently available data is 
that mucccele of the lip may develop when a 
duct of a labial salivary gland is partially or 
completely severed, permitting the escape and 
accumulation of saliva in the surrounding 
tissues, but not when the duct is obstructed. 
It appears that the connective tissue wall, 
comprised of pre-existing, compressed connec- 
tive tissue, develops around the ill-defined 
pool of saliva within a matter of days after 
the duct is severed and the accumulation of 
saliva in the surrounding tissue begins and 
that the connective tissue wall is later trans- 
formed to granulation tissue. Most patients 
with mucocele of the lip give a history of 
antecedent trauma at the site, frequently in 
the form of an accidental, self-inflicted bite, 
which apparently results in fortuitous sever- 
ance of a salivary duct. 


The alcian blue—periodic acid-Schiff com- 
bination (AB-PAS), which stains substances 
believed to be acid mucopolysaccharides var- 
ious shades of blue and 1, 2-glycols a magenta 
hue, has shown itself to be a useful though not 
impeccable tool for the investigation of these 
compounds in several disorders which affect 
the skin and mucous Be- 
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cause saliva, which is elaborated by the sali. 
vary glands, and which is the core of mucocele 
of the lip, is known to contain an hetero. 
genous mixture of carbohydrates,!® the AR. 
PAS combination was utilized in a prefatory 
study of labial salivary glands and mucocele 
of the lip. Observations on labial salivary 
glands treated with the AB-PAS technic showed 
that a large proportion of cells and alveolj 
contained blue (AB positive) or magenta 
(PAS positive) material in the form of cyto- 
plasmic granules of small size. Some cells, 
however, and even some entire alveoli were 
completely AB-PAS negative. These obserya- 
tions suggest, but obviously do not establish 
conclusively, an affinity of the AB-PAS posi- 
tive cytoplasmic granules to the secretion 
granules or mucigen droplets (probable pre- 
cursors of mucin, a substance known to con- 
tain a variety of carbohydrates) of the numeri- 
cally predominant mucous cells. The absence 
of AB-PAS positive material from cells of the 
ductal epithelium and its presence in some 
ductal lumens suggests that ducts of the labial 
salivary glands are concerned with transpor- 
tation, but not with elaboration of substances 
stained by this technic. Observations on labial 
mucoceles treated with the AB-PAS technic 
showed that the cystic contents (comprised of 
extravasated saliva in the form of threads, 
strands and clods of homogenous material) of 
both newly formed and older lesions varied 
from blue (AB positive) to magenta (PAS 
positive). This finding is not remarkable, es- 
pecially in the light of previously mentioned 
observations on the labial salivary glands, 
which contribute to the total output of saliva, 
and their AB positive and PAS positive com: 
ponents. The connective tissue walls, which 
develop around the ill-defined pools of saliva 
within a short time after the accumulation of 
saliva begins, contained diffusely and regularly 
distributed blue (AB positive) material. As 
the connective tissue walls were transformed 
to granulation tissue, however, the diffusely 
and regularly distributed blue (AB positive) 
component gradually vanished and the ensu- 
ing granulation tissue wall contained chiefly 
magenta (PAS positive) granules. The signifi- 
cance of this observation is not clear, although 
it may reflect, at least in some measure, the 
advent of leukocytes, fibroblasts and newly 
formed capillaries in the wall as the trans 
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formation from connective tissue to granula- 
tion tissue took place. 


Summary 


1. The labial salivary glands are accessory 
to the major salivary glands and are comprised 
of mucous and serous cells and epithelial 
lined ducts. They contribute to the total out- 
put of saliva. 

9. Recently assembled data indicate that 
mucocele of the lip may develop when a duct 
of a labial salivary gland is partially or com- 
pletely severed, permitting the escape and ac- 
cumulation of saliva in the surrounding tis- 
sues, but not when the duct is obstructed. 


3. Observations on specimens treated with 
the alcian blue-periodic acid-Schiff combina- 
tion show that substances believed to be acid 
mucopolysaccharides and 1, 2-glycols are com- 

nents of the labial salivary glands and of 
mucocele of the lip. 
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Incontinence in the Female: 


ROBERT LICH, JR., M.D.,t Louisville, Ky. 


Stress incontinence is clearly a mechanical abnormality. 
Its treatment is described, as well as the diagnosis. 


URINARY INCONTINENCE constitutes one of our 
most distressing problems with which a pa- 
tient may be faced. Often the insidiously in- 
creasing urinary incontinence is reflected in a 
change in the personality of the patient. 

Etiologically there are three main groups of 
urinary incontinence: (1) congenital, (2) neur- 
ogenic and (3) mechanical. Furthermore, true 
urinary incontinence must be distinguished 
from pseudo-incontinence which is actually 
urinary urgency due to a reduced capacity of 
the bladder secondary to vesical irritation, in- 
fection and fibrosis. 

Neurogenic urinary incontinence is most 
resistant to therapy and this applies to sphinc- 
teric inadequacy of traumatic or congenital 
origin. The incontinence attributable to me- 
chanical disturbances is readily amenable to 
treatment. 

Urinary abnormalities often confused with 
incontinence are: (1) urethral stricture with 
urinary overflow incontinence is rare, but 
should be considered particularly in the pres- 
ence of marked urinary frequency; (2) ure- 
thral diverticulum is often associated with 
leakage of urine after voiding; (3) severe uri- 
nary urgency; and (4) congenital ectopic ure- 
teral orifice which is extra-sphincteric and 
presents a history of lifetime continuous in- 
continence in addition to normal voiding. 

The problem I am going to consider in 
detail is that of urinary stress incontinence 
which is always associated with some degree of 
ptosis of the vesical neck, but not necessarily 
with a cystocele. These patients suffer inter- 
mittent brief urinary leakage initiated by, 
and associated with any sudden increase in 
intra-abdominal pressure; i.e., coughing, 
laughing, sneezing, lifting, stepping up, etc. 

The mechanism of urinary stress incontin- 


*Read before the Section on General Practice, Southern 
Medical Association, Fifty-Second Annual Meeting, New Or- 
leans, La., November 3-6, 1958. 

+From the Section on Urology, Department of Surgery, Uni- 
versity of Louisville School of Medicine, Louisville, Ky. 


ence in the female has a simple mechanical 
explanation. Normally, during the act of 
voiding the bladder neck must descend so that 
the vesical neck and urethra form a straight 
line. As soon as this urethrovesical position 
is reached the patient’s urine runs freely from 
the bladder. The patient can interrupt the 
act of voiding by contracting the levator mus- 
cles so the vesical neck is elevated (Fig. 1) and 
the straightline of the posterior urethrovesical 
wall is interrupted. However, if the bladder 
neck involuntarily assumes the straight line 
position (Fig. 1, insert) involuntary leakage of 
urine occurs and the patient continues to void 
so long as this urethrovesical position is main- 
tained. It is for this reason that, if during a 
cough, or any other reason for increased intra- 
abdominal pressure, the bladder neck is forced 


FIG. 1 
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caudad to obliterate the urethrovesical angu- 
jation involuntary loss of urine is inevitable 
until the urethrovesical relationship is re- 
turned to normal. Normalcy is regained the 
instant the intra-abdominal pressure is re- 
lieved and thus the patient usually loses only 
a few drops of urine; gradually, as the leva- 
tors become more and more relaxed, more 
urine is lost with the necessity of less and less 
intra-abdominal pressure. This is the mecha- 
nism of urinary stress incontinence. 

An accurate diagnosis of ptosis of the vesi- 
cal neck may be established in the following 
manner: 

(1) The urine and bladder capacity must 
be normal. 

(2) Urinary leakage must not occur during 
bedrest or at time other than periods of in- 
creased intra-abdominal pressure. 

(3) With the patient in the lithotomy 
position and a half filled bladder, if she is 
asked to cough and there are emitted a few 
drops, or a small urinary stream from the 
urethral meatus the probability of urinary 
stress incontinence may be assumed. 

(4) With the patient in position suggested 
under 3, the finger is placed in the vagina to 
support the urethra and to prevent urethral 
descent during increased intra-abdominal 
pressure. The urethra is not elevated; it is 
merely supported so that it can not descend. 
Now, if during a comparable cough as de- 
scribed above, there is no urine leakage by 
repeated trial the diagnosis of urinary stress 
incontinence is established, provided that the 
prerequisites under numbers 1 and 2 are 
fulfilled. 

From the above observations it is apparent 
that the solution to the problem of urinary 
stress incontinence must permit voluntary de- 
scent of the bladder neck for normal voiding, 
but prevent involuntary descent during epi- 
sodes of sudden increased intra-abdominal 
pressure. This can be accomplished by oper- 
ation for permanent relief or by intravaginal 
support for temporary relief. 

Gynecologists have met this problem dur- 
ing the repair of cystocele, but by their own 
admission there occur failures in 10 to 25% 
of this vaginal operation. If the lack of vesi- 
cal support is sufficiently marked, it is me- 
chanically impossible to support the bladder 
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neck from below since the periurethral tissue 
is not fibromuscular as is often supposed. It 
is for this reason that suspending the bladder 
neck in a sling offers greater security (Fig. 2). 

The precise operative method is unimpor- 
tant provided the support is adequate. 
Whether fascia or some other material is used 
is unimportant, or if only the antero-urethro- 
vesical junction is suspended from the inferior 
surface of the pubis. The literature describes 
many surgical methods, but since this is not a 
surgical dissertation the details and advan- 
tages of each will be avoided. 

For one reason or another, it is sometimes 
necessary, or at least advisable, to treat these 
patients nonsurgically. The intra-vaginal sup- 
port that is most easily obtained is by the use 
of a Tampax. The large size Tampax is in- 
serted into the vagina so support is given at 
the urethrovesical junction. If the Tampax is 
irritating, the application of mineral oil will 
prove helpful. Often patients so treated get 
on remarkably well until such time that per- 
manent relief may be attained surgically. An- 
other useful method is to use the short female 
Foley catheter with a 30 cc. bag. The catheter 
is inserted into the vagina and the bag dis- 
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tended with 20 or 30 cc. of water. This sup- the permanent benefits of surgery. 
port is nonirritating and the patient is capa- 
ble of voiding comfortably. These methods of 
nonsurgical treatment serve not only for The subject of urinary incontinence in the 
symptomatic relief, but often demonstrate to _ female is discussed. The mechanism of urinary 
the patient that relief is obtainable and the control and urinary stress incontinence is out. 
heretofore dubious patient is anxious to have _lined. 
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The Role of Psychotherapy 
in Modern Medicine: 


NORTON L. WILLIAMS, M.D., Charleston, S. C. 


Here is an attempt to analyze the nonpsychiatric members of the profession in their relationship 
to psychotherapy and the psychotherapeutist. It indicates that a good doctor is one who includes. 
an understanding of the mental processes involved in the complaints of his patients. 


Tuis PAPER, formally titled ‘““The Role of 
Psychotherapy in Modern Medicine,” should 
perhaps be better described as “What the 
Medical Profession Thinks of Psychotherapy, 
and What the Psychotherapist Thinks of the 
Medical Profession Thinking That.” 


Let me offer a general definition of psycho- 
therapy. It is a scientific method, employing 
the dynamic principle of unconscious deter- 
minism to bring order, stability and creativity 
into the total biologic life of an individual, 
utilizing psychologic principles universal to 
many fields of human endeavor, put partic- 
ularly effective in a medical setting, prac- 
ticed with deep devotion by a handful of 
doctors, hazily understood by most other 
doctors, witchfully scorned by the laity, ridi- 
culed consistently by syndicated female 
marital counselors and professors emeriti of 
medicine. In other words, no definition of 
psychotherapy is complete without stating its 
obstacles. 

Perhaps it would be superfluous to say that 
most doctors, not in the field of dynamic 
psychiatry, cannot properly correlate psycho- 
therapy and psychoanalysis. To many, psycho- 
analysis seems identified only with Oedipus 
complex, death instinct, and castration fears, 
while psychotherapy seems to be a kind of 
“heavy” talking, interspersed with some 
magical, forceful advice-giving. I am con- 
vinced that some of the nebulous, overdrawn 
theories and terminology of psychoanalytic 
psychiatry, as well as the magical pseudo- 
miracles of authoritative psychotherapy 
really are such. This is due simply to the 
failure to appreciate the depth and the poten- 
cy of unconscious emotional forces. There 
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are schools of psychoanalytic thought today, 
notably those of the late Harry Stack Sullivan 
and Karen Horney, who emphasize not “the” 
special particular unconscious factors, but 
the fact that many healthy, natural emotional 
forces are unconsciously kept from conscious 
living, and the reasons for it. Psychotherapy, 
therefore, ultimately rests on some degree of 
appreciation and usage of unconscious 
forces that determine most of an individual’s 
emotional health, much of his physical 
health, as well as determining much of the 
quality and creativity of his interpersonal, 
vocational and moral life. 

The psychotherapist and psychoanalyst are 
thus basically identical, provided that we re- 
member that it is the individual therapist’s 
own appreciation and awareness of the depth 
and potency of the unconscious in his own 
and his patient’s life that makes the distinc- 
tion between intensive and superficial psycho- 
therapy. This is not to be taken too lightly. 
We have to reckon with the partially war- 
ranted criticism that the entire field of 
psychoanalytic psychotherapy has been too 
aloof from general medicine, too cultish, and 
has been giving the impression that its prin- 
ciples can be utilized only by the psycho- 
therapist in its deepest form and never by 
the medical practitioner in partial form. 
Just as there are doctors that practice deep 
psychotherapy or psychoanalysis, and others 
that practice progressively less deep levels of 
psychotherapy, so there are opportunities for 
doctors to deal with selected problems in 
patients by utilizing general psychothera- 
peutic principles. But this all depends upon 
knowledge of unconscious forces acting in 
the patient and on the patient’s medical 
problem, as well as the unconscious forces 
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acting in the doctor and in the doctor-patient 
relationship. 

Something must now be said about the 
definitive place of psychotherapy in the field 
of medicine—its raison d’etre. We must estab- 
lish also some scientific status for the raw 
content material of psychotherapy—i.e., un- 
conscious forces. Once this is done we can 
proceed to develop ways and means of in- 
teresting the medical profession in our work. 

Proceeding further from this type of defi- 
nition, we can add this “Psychotherapy is the 
art and science of combating certain forms of 
disease by mental and emotional means.” 
Psychotherapy in its deepest and broadest 
sense provides the profession of medicine 
with its particular art. Art is not something 
merely akin to skill, or impeccable technic 
or smooth functioning. Art is the adding to, 
and the creating of something new in a 
human life situation, that allows for greater 
human expression and participation. Our 
technologic advances, exclusive of those that 
have primarily military purposes, have done 
more than merely to make our lives more 
comfortable, protected, convenient, or labor- 
saving. They have artfully and artistically 
freed us to give more time and thought to 
the business of living as humans and not as 
mechanical conventional robots. The science 
of electronics gives us television sets and free 
entertainment, but it should also give us new, 
creative ideas for living. 

The science of medicine (physical medi- 
cine) has saved, protected and lengthened 
human life. The art of medicine-psycho- 
therapy provides us with methods of dealing 
with the total patient. It also provides each 
doctor, who is wise enough to include some 
of its knowledge and art in his work, with 
an opportunity to be the “total” doctor. 
Through its sole influence, psychotherapy 
(or psychoanalytic therapy in its broadest 
meaning), has brought many new concepts 
into medical practice. It is slowly eliminating 
the dominance of the narrow concept of 
“cause and effect” in disease, single causative 
factors, replacing or at least adding the con- 
cept of multifactor interrelationships in dis- 
ease. It has clarified the idea of the treating 
the whole patient only through our in- 
creased understanding of psychophysiologic 
disease processes. It brings us back to a 
clearer picture of what the old family doctor 
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really meant to the patient. It has particu. 
larly widened our horizon about the whole 
medical field. Up till now the main drive 
in medicine was to protect the patient so he 
could continue to live in a reasonably normal 
physical state. It is difficult to think of g 
liver or heart other than its being either 
diseased or normal. One does not usually 
think therapeutically of a better than normal 
heart or a better than normal liver. It js 
difficult to measure something other than a 
normal body organ. The traditional orien. 
tation of medicine had been, “What could 
happen, or what is happening to the human 
organism?” Now the question should be, 
“How can this human organism be helped 
to grow, develop and advance continuously 
throughout life?” 

Through remarkable discoveries the hori- 
zon of physicomedical mysteries is gradually 
narrowing while the spectrum (some say 
spectre) of mental and emotional problems 


' is widening. The increasing interest and re. 


search in cerebral function and physiology, 
corticosteroid chemistry, endocrinology, and 
the stress syndrome of Selye all point the 
way toward “internal forces” in the life 
process, rather than toward the external 
factors of the Virchow era. 

These “internal forces,” the basic origin of 
emotions and their effects on the body, are 
the realm of psychotherapeutic medicine. 
The special research in tranquilizing drugs 
and their effect on hypothalmic function do 
not, as many incorrectly think, narrow the 
psychotherapeutic field. It broadens it tre- 
mendously, since it makes more patients able 
to face the deeper meanings of their anxieties 
—their constructive anxieties. They become, 
as we say, more available for psychothera- 
peutic effort. It has been noted in recent 
years that not only can psychotherapy en- 
large or deepen the quality of improvement 
in involutional melancholias and nonde- 
teriorated cases of schizophrenia, recently 
helped by electroshock treatment, but also 
that the patients show a kind of constructive 
anxiety (a “not getting fully weil”) once they 
know that psychotherapy is available to them. 
It is a psychologic “asking for more.” 

Psychotherapy has taught us also about the 
various levels of anxieties and how they are 
related to different goals in living, and to 
different partial solutions and adjustments 
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of living, in which so-called psychosomatic 
symptoms or diseases are part of the total 
clinical picture of anxiety. Psychotherapy 
has shown us that you cannot separate de- 
structive or unhealthy anxiety from construc- 
tive anxiety as clearly as a red blood cell 
from a white blood cell. 

There is no questioning of the importance 
of demonstrating to the medical profession 
how and what happens to bodily physiology 
in emotional dysfunctioning. The fact that 
this field has not been fully correlated is due 
to several reasonable factors. First, the true 
understanding of psychotherapy within the 
psychiatric field itself has barely reached the 
surface. The breadth and depth of the field, 
its many variables (difficult of control) and 
the natural processes of scientific evolution 
make for slow progress. Furthermore, the 
remnants of unresolved unconscious prob- 
lems in the analyzed psychotherapists them- 
selves, the difficulty in being thoroughly “an 
analytic incognito” in therapy, have all com- 
bined to give us only a few really good 
psychotherapists to handle the psychophysio- 
logic problems in medicine. 

Physical medicine says that when physical 
symptoms no longer are present for a reason- 
able period of time the patient is well. 
Psychotherapy says, “go further.” This is 
when the patient states in effect, “Now, we 
will get to work on the root of my problems 
that caused my physical symptoms, otherwise 
I fear that they will return.” Removal of 
symptoms may take a few weeks or a few 
months, perhaps longer, but the patient has 
to be a patient without physical symptoms 
for much longer. Is the medical profession 
prepared to let the many patients know this 
fact? Who is to do all this work anyway and 
who can do it? 

I was very amused to read some doctor's 
statement that the psychotherapeutic psy- 
chiatrists are subconsciously afraid of the 
tranquilizing drugs because they are a threat 
to their practice. This is a small sample of 
how little the average doctor knows about 
anxiety, its levels, its meaning, or its un- 
conscious manifestations. It is also an in- 
dictment of our medical and cultural train- 
ing and thinking. When we sacrifice speed 
of therapy for quality and depth of therapy, 
we are setting a dangerous clinical precedent 
because it restricts our goals and limits our 
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observations and generally stultifies our 
therapeutic breadth. Psychotherapy has in- 
fused the principle that reconstruction of 
the whole patient is primary, and that re- 
lief of pain and suffering is not a goal in 
itself. But there is an even bigger problem 
that psychotherapy has to race today. With 
the help of physical aids in relieving acute 
mental and emotional pain, there have been 
appearing vast new numbers of patients who 
show that the ultimate reasons for their acute 
problems, often physically expressed, lie in 
emotional problems centering about moral, 
ethical, social values, and interpersonal re- 
lationships. Healthy values and productive 
human behavior have not been the province 
of medicine. It has always been the bailiwick 
of the educator, the minister, the legislator or 
judge, or the sociologist. Shall the doctor of 
medicine tenuously defend his position of 
priority by showing only how many patients 
there are with psychophysiologic problems? 
However, if we now remember that these 
inter- and, intra-personal relationship diffi- 
culties and disorders stem from anxiety levels 
and unconscious emotional forces (basic in- 
gredients of the individual), it should be per- 
fectly clear as to who should be rightfully 
entrusted to direct and lead the study and 
management of these forces. 


The major question now concerns the 
method of teaching, or reaching the doctor 
in the management of the total patient—the 
anlage of all psychotherapy. Two of the 
common ways of attempting to interest 
doctors in the principles of psychotherapy are 
the didactic lecture series on the neuroses 
and the conferences in psychosomatic clinics. 
The values of these approaches are obvious 
and unassailable, but they have two distinct 
disadvantages if taken as the sole means of 
teaching doctors about this newly available 
biologic factor—i.e., unconscious forces. First, 
they tend to apologize for the validity of 
emotional forces in disease, saying in effect, 
“We have to constantly provide you with 
clinical and case examples of patients with 
psychophysical problems in order for you to 
be convinced of its validity.” Here lies a 
great problem of all psychiatric teaching. 
Our previous medical training tells us to be 
suspicious of anything that cannot be pal- 
pated, touched, seen or measured. This is 
close to rank materialism. Experiential 
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measurement (what we feel about a patient) 
cannot often be trusted, we think, because 
it is our own judgment, our own observation. 
How can that be evaluated? By whom? The 
second disadvantage lies in the fact that 
clinics and cases do not involve the doctor, 
other than very superficially, in a patient’s 
total medical problem. Each problem pre- 
sents many facets of doctor-patient relation- 
ships that are easily overlooked, ignored, and 
made irrelevant. 

The refractoriness of a patient’s physical 
symptoms might stem from a concealed de- 
pression or from great anger. It may express 
itself in physical symbolic terms that he 
cannot express emotionally, or it must jus- 
tify a feeling of deep inadequacy or defeat 
that cannot be verbalized. It may symbolize 
the awakening emotionally of a previously 
“dying” personality——one that has been so 
alienated emotionally from real living that 
it is almost painful to live again. It may be 
the apology for the right to go to a doctor 
to seek help as long as he asks for it only in 
physical terms. There are many patients, 


with obsessive or phobic symptoms (clearly 
of emotional content), who unconsciously feel 


they may present themselves for treatment 
only if it is physically expressed. They are 
not only the refractory or complaining 
patients, but also the overly cooperative 
patients, the ones who get well fast but sick 
frequently, the ones who either find the 
office or hospital experience a substitute for 
the home or family setting, or perhaps find 
the intimacy of the consultation room as 
titillating as the boudoir should be but isn’t. 
The very loose, indefinite term of depend- 
ency has been used to describe this. The 
stolid quiet patient may be conceived as the 
good patient,—quiet, cooperative, durable, 
easily managed, and safe. Yet these character- 
istics may easily conceal such poor coopera- 
tion in his self-denial and lack of self-interest 
as to seriously interfere with proper medical 
management. 

These are only a few examples of what 
may be called “personality type” patients. 
What about the problems of fees,—how do 
patients handle this aspect, how do they feel 
about it, how do they consider the doctor’s 
time, abilities, and authority, what role do 
they expect him to play in their treatment? 
To know that these considerations are sig- 
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nificant for modern medical care is one thing, 
but to prove it is another. We can say that 
every doctor should know something about 
patient personalities and how to manage them 
as part of medical treatment, but we cap. 
not be sure that he really is understanding 
of them until we see that the doctor him. 
self is emotionally reacting to the patient 
and to his problem. This is the dictum for 
all psychiatric teaching. If the doctor, who 
is trying to learn about unconscious forces 
in a patient, has not reacted himself, he 
cannot learn. Now this requires a great deal 
of courage, tact and discretion on the part 
of the teaching doctor, and is best illustrated 
during various phases of psychotherapy in 
cases of patients referred by other physicians, 
Their reactions to the patient or to the psy- 
chiatrist range from such emotional reactions 
as jealousy or envy about the patient or the 
work, feelings of failure or humiliation in 
referring a patient, hurt pride, questioning 
attitudes such as, “maybe I should have gone 
into psychiatry,” competition in therapy over 
patient favoritism, problems of omnipotence, 
power, authority and eroticism. One patient 
told me guardedly that her referring doctor 
had jokingly cautioned her, “Don’t you let 
him put you on the couch!” Maybe he was 
projecting his own desire. 

I am convinced that the most effective way 
of interesting and teaching physicians in un- 
conscious forces as they apply to general 
psychotherapeutic care is the doctor-doctor 
(physician-psychotherapist) relationship. Al- 
though there are straightforward referrals 
that allow for little or no doctor-doctor inter- 
play, yet there are many cases that do provide 
opportunity for this. It often takes weeks 
and months for a patient to really become a 
patient; he often is so deeply physically or 
personally dependent on the referring phy- 
sician that the shift to a new discipline 
creates many new anxieties, perhaps new 
symptoms, or at least new unconscious uses. 
This provides the opportunity to observe and 
properly handle the emerging emotional re- 
actions in the referring doctor himself. The 
so-called referral problem, in which patients 
are improperly prepared for psychotherapy, 
with resultant greater time-consuming efforts 
for the therapist, will always be with us as 
long as we do not reach some of the un- 
conscious problems in the doctors themselves, 
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at least insofar as it pertains to their own 
work. Regarding the patient’s own steady 
progress, it is also important that the original 
doctor-patient relationship be managed by 
the psychotherapist in a deliberate but tactful 
subtle manner because of the significance of 
this earlier relationship. 

It is difficult enough to work through the 
deep projections of the patient on the doctors 
who have previously treated the patient. But 
it makes the problem infinitely more diffi- 
cult when there has been some justification 
for the patient’s hopelessness based on a 
doctor’s mismanagement. Overenthusiastic 
hope for a certain form of treatment, whether 
drugs or words, can give a false sense of se- 
curity that is not easily eliminated later in 
psychotherapy. A woman of 50, unmarried, 
with a long history of detached, cynical 
feelings, emotionally involved only in the 
petty affairs of her office work, chronically 
depressed, with deep aching constantly over 
neck and shoulders, had been treated on and 
off for some years with repeated electro- 
shock therapy and drugs unsuccessfully. She 
was told repeatedly that her cure was guaran- 
teed under this treatment. When she finally 
came to psychotherapy her bitterness toward 
the doctors was carefully concealed. It was 
only when her resistance in therapy arose, 
that she was able to uncover and work 
through the deep bitterness toward doctors. 
When she attained a more realistic appraisal 
of doctors, felt that, after all, they did what 
they could, that they perhaps were only 
trying to encourage her—only then did she 
really make  psychotherapeutic progress. 
During this time I reported to the one of her 
more emotionally significant doctors about 
the patient’s progress, and would tell the 
patient occasionally about the doctor’s 
genuine new interest in her work with me. 


Again, in another problem, where the fami- 
ly doctor’s renewed interest was awakened 
after referral, there was need to eliminate 
the feeling of professional envy. The doctor 
had shown a great deal of false pride in 
catering to the certain patient and his family 
because of his social prominence. It also in- 
volved the doctor’s sense of security in that 
he felt he should be able to handle the deep 
complexities of the patient’s problems. On 
one occasion, while visiting the home to 
treat one of the children, he remarked to my 
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patient in therapy, in a manner contrary to 
his own usual formal approach, “And how 
are you and Norton getting along?” Actually, 
it was not the hidden contempt alone that 
was involved, but the fact that I had been 
able to “keep” the patient in therapy for 
three years that was felt by him to entitle me 
to a special prize of familiarity. To be able 
to get close to a patient was something he 
felt he could not do himself. In my con- 
ferences with the doctor, requested by me, 
I would talk about the need for prolonged 
therapy, and how his own formality concealed 
a fear of not being able to make any more 
than the most superficial medical approach. 
He would not allow himself to do definitive 
work that he was capable of doing, but was 
always too quick to ask for consultations. 


In contrast to the formal, stand-offish type 
of doctor, who very often is thought by 
patients to be cold, rigid and rejecting 
is the over-friendly, chummy, “back-slapping” 
doctor. He is very often popular with 
patients, unconsciously encourages friendli- 
ness, i.e., in form of prolonged visits, fre- 
quent telephone exchanges, and readily giv- 
ing prescriptions. In him is often a strong 
need to control his patients in order to feel 
admired or loved. This is the type of doctor 
that is often successful in terms of a “busy” 
practice, but may be creating a great deal of 
neurotic dependence in many of his patients. 
These patients not only are not getting well, 
but often are later “cast-off” as “difficult” 
patients or else get hopelessly and psycho- 
logically addicted to all kinds of medicines, 
not necessarily barbiturates or narcotics. A 
tranquilizing tablet given in this setting can 
apparently create as much havoc of depend- 
ency as the most physiologically addictive 
drug. 

In one of these patients at least two and 
one-half years of intensive psychotherapy was 
necessary to gain ego strength and eliminate 
unnecessary return visits to the doctor, x-ray 
examinations, use of tranquilizers and other 
medicines. When I carefully explained to 
the doctor the nature of the problem, why 
it took so long, etc., he quickly defended 
himself and his own practice by saying, “Well, 
there are so few psychiatrists available! .. . 
Who will take care of these people? . . . 
They need support!” Instead of saying that 
it was he (the doctor) who needed the 
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patient’s support (emotional, not financial) 
and not the patients themselves, I told him 
(after I had known him fairly well) that 
doctors often get involved in too big a prac- 
tice, perhaps because they are missing some- 
thing in their own personal lives. Their 
patients begin to mean too much to them. 
In this doctor’s particular case, it was quite 
apparent that, despite his professional excel- 
lence and success, he did not feel a part of 
the local medical community; he over- 
admired financially important people and 
had a culturally drab, religiously rigid wife. 
His contempt for the modest was obvious in 
his remark, made at one of our inter-profes- 
sional conferences, “You know that I see 50 
patients to your one.” 


Another clinical example demonstrates 
how a doctor’s personal feeling of resent- 
ment toward a patient may interfere with his 
understanding of a patient’s emotional needs. 
One patient’s long-standing psychosomatiza- 
tion had created gradually in two years of 
therapy an intolerable state of anxiety over 
whether she should work with me, with the 
internist, or with both. Without any early 
prodding on my part, which she could not 
bear anyway, the situation finally came to 
a climax when she began to show open fears 
and phobias (fears of mental illness, fear that 
she would not recover, etc.). She resorted to 
frantic reassuring visits to one of her former 
doctors, openly expressing grave doubts 
about my competency. Instead of being fully 
reassured himself that this was a constructive 
turn in the patient’s total problem, the doctor 
sincerely suggested that I should follow his 
advice and have the patient visit by consul- 
tation some nationally-known psychiatrist so 
she might regain assurance that I was treat- 
ing her properly. He then said, “When one 
of my patients comes back after one of those 
consultations, reassured that I am doing the 
right thing, she had better keep her d— 
mouth shut thereafter.” I told him that I 
disagreed with that plan, explaining as fol- 
lows:—that my patient had been so compliant 
and easily influenced all her life that she was 
trying to identify herself with me symbolized 
as an emotionally strong figure; that if at 
this point I faltered and too readily agreed 
with the plan the patient’s fears would be 
greatly intensified. This proved to be exactly 
true. When I offered this plan to the patient, 
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she became tremendously panicky, “I am 
afraid to go!,” she exclaimed, “Since he is q 
bigger doctor than you, I am afraid he wil} 
find more wrong with me than you already 
have found.” It should be clearly obvious 
that the doctor’s own feelings of false profes. 
sional pride was interfering with the patient's 
wish to take a firm, enduring stand on some 
issue for the first time in her life. 

Repeated short conferences, cultivation of 
professional and personal relationships with 
certain selected doctors who show an ayail- 
able interest in psychotherapy, will gradually 
build a working nucleus of doctors who foster 
greater understanding of psychotherapy in 
the larger mass of patients with whom they 
come in contact. There are numerous oppor- 
tunities in referred problems to point out to 
the doctor his own unconscious blind spots 
and obstacles. Not only will his patients ap. 
preciate his increased medical effectiveness, 
but the doctor himself will find his own work 
more enjoyable, done under less pressure and 
be more meaningful. In my experience, with 
a little extra time, tact and courage, much 
can be accomplished in enlisting the interest 
of doctors in the field of dynamic psychiatry. 
Most doctors appreciate the interpersonal 
conferences, rarely do they resent the exposure 
of some of their more superficial unconscious 
needs and problems, except perhaps at the 
beginning phase of this doctor-doctor rela- 
tionship. - 

The question of accepting the facts of un- 
conscious feelings and problems (the first 
step in learning about the unconscious) is 
largely a question of accepting the motive of 
the person who is pointing out these facts. 
The patient not only presents his medical 
problem to the doctor, but also himself. If 
the emotional aspects of his problem are 
evident in such matters as how and when he 
pays the doctor’s fee, how he uses the doctor's 
time, how he responds to psychiatric referral, 
the same can be said about the doctor’s own 
emotional reactions to his patients and their 
problems. The psychotherapist, in dealing 
with either patient or doctor, is motivated by 
the same goal—to make the patient a more 
effective person and the doctor a more ef 
fective clinician. As no patient can really 
feel that a psychotherapist is contemptuous 
of him, so no doctor can really feel that the 
psychotherapist is arrogantly exposing emo 
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tional defects in him. To conduct some form 
of psychotherapy does not require personal 

ychoanalysis but it does require personal 
contact with one’s own feelings. A competent 

ychotherapist, whose motives are sincere, 
by reason of his competency, can be of great 
help to individual doctors in understanding 
themselves, their patients, and their own 
medical work. There is no magic or spec- 
tacular formula in this plan, but it represents 


_both a challenge and a responsibility to all 


of us who are engaged in this field of psychc- 
therapy. To accept this challenge properly 
represents in itself part of the continuing 
evolution of the psychotherapist’s own per- 
sonal growth and security. To this end I am 
sure you will allow me to say that not only 
does the patient have a professional friend 
in the psychotherapist, but also that the pro- 
fession itself has a friend in him. 
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The Responsibility of the Physician 
to the Patient with Advanced 
Cancer of the Cervix: 


W. NORMAN THORNTON, JR., M.D.,f Charlottesville, Va. 


THE LITERATURE on carcinoma of the uterine 
cervix is extensive and covers many facets 
of this complex problem. In recent years, 
great emphasis has been placed upon the 
early diagnosis, with prompt and adequate 
treatment of this second most frequently 
encountered malignancy in the female popu- 
lation. Routine screening of women by exfoli- 
ative genital cytology has been, perhaps, the 
most significant single contribution to the 
early detection and subsequent treatment of 
the early stages of this disease. This is under- 
standable if one accepts the fact that early 
and, in most circumstances, curable cervical 
cancer is asymptomatic and that the diag- 
nosis is a microscopic one rather than clinical. 

Many authors have stressed the importance 
of periodic and complete physical examina- 
tion as a public health measure. The litera- 
ture is also extensive on the subject of delay 
by the physician and patient in the diag- 
nosis and treatment of gynecologic malig- 
nancy. In spite of this most commendable 
effort to educate the profession and the pub- 
lic, we are still confronted with the problem 
and responsibility of the management of the 
patient with advanced cancer of the uterine 
cervix. The disease process may or may not 
have been treated, and on occasion the treat- 
ment may not have been adequate by 
accepted standards. 


The patient with advanced cancer of the 
cervix will continue to be one of the major 
problems of the medical profession until the 
average level of education of the population 
is improved, or until more effective methods 
are available in the treatment of this stage 
of the disease. Significant improvement in 

*Chairman’s Address, read before the Section o1 


m Gyne- 
cology, Southern Medical Association, Fifty-Second Annual 
Meeting, New Orleans, La., November 3-6, 1958. 


+From the Department of Obstetrics and Gynecology, Uni- 
versity of Virginia School of Medicine, Charlottesville, Va. 


the five-year survival statistics for women 
with advanced disease should not be expected 
with the methods of therapy now available 
to us. In spite of this somewhat gloomy pic. 
ture, the profession has the moral and ethical 
obligation to utilize the various methods of 
therapy available to make the remaining 
period of life for these unfortunate women as 
pleasant, comfortable, and useful as possible. 

The patient with advanced cervical malig. 
nancy deserves the same careful individual 
evaluation of the extent of the process as 
the patient with an early lesion. Regardless 
of the fact that the patient may have been 
previously treated, the following information 
is essential in the evaluation of the extent 
of the disease, and most helpful in planning 
therapy, which in many instances must be 
only palliative. 


1. Biopsy of local lesions, or distant sus- 
picious lesions, such as lymph nodes 

2. Chest x-ray study ; 

3. Bone survey by x-ray 

4. Cystoscopic examination and _pyelog- 
raphy 

5. Proctoscopic examination and barium 
enema 


6. Complete record of previous therapy 


The individual evaluation of the patient 
will enable the physician and his consultants 
to plan a program of therapy which will 
be beneficial to some of these patients, 
although the chances of eradicating the dis- 
ease process are remote. It is my feeling that 
patients who have not received previous 
irradiation therapy should demonstrate fail- 
ure to respond to this type of therapy prior 
to being considered as possible candidates for 
total or partial pelvic exenteration. I believe 
this type of procedure should only be com 
sidered in a select group of patients in whom 
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diagnostic studies would indicate that it 
might be utilized as a curative procedure. 
Frequently, the resectability of the tumor 
can only be determined at laparotomy, or 
the nonresectability be ascertained after the 
surgeon has committed himself to comple- 
tion of the procedure. It is questionable if 
an extensive operation of this type is justi- 
fied as a palliative procedure. Insofar as 

sible, the therapy for this group of patients 
should be selected to help the patient and 
to avoid measures which have a high proba- 
bility of making life more unbearable. 

Bleeding associated with or without offen- 
sive secretion from the tumor is frequently 
a common problem encountered in patients 
with advanced cervical malignancy. External 
irradiation is frequently helpful under these 
circumstances, and supervoltage therapy 
would seem to have a definite advantage 
over conventional therapy, especially in the 
patient who has received previous irradiation 
externally. Occasionally, ligation of a single 
bleeding point in the vaginal tumor mass is 
beneficial in controlling bleeding and reduc- 
ing the number of transfusions necessary. 
Ligation of the hypogastric and ovarian 
arteries has been suggested, but one should 
not expect dramatic results from this proce- 
dure since the collateral circulation in exten- 
sive pelvic malignancy is usually abundant. 
Periodic transfusions and supportative ther- 
apy have been helpful in patients with wide- 
spread metastatic cervical malignancy asso- 
ciated with profound anemia. In such cir- 
cumstances it has been possible to maintain 
the patient on an ambulatory status for a 
limited period of time. 


Involvement of the rectum with the forma- 
tion of a rectovaginal fistula is common in 
this group of patients, and life is made miser- 
able for the patient and her family. A 
sigmoid or transverse colostomy is a rela- 
tively simple procedure for patients with 
this problem, and highly preferable to the 
constant drainage of feces through the peri- 
neum. It is striking to note the change in 
attitude of these patients following diversion 
of the fecal stream. 

Extension of the tumor into the bladder 
with subsequent drainage of urine through 
the vagina is not uncommon in advanced 
cervical cancer. It is questionable if any type 
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of procedure for urinary diversion is bene- 
ficial or helpful unless the tumor is resect- 
able, and the procedure performed as a com- 
ponent of an exenteration procedure. The 
management of ureteral obstruction is a con- 
troversial issue and its management depends 
to a great extent upon the philosophy of the 
physician charged with the care of the patient. 
The uremic state associated with bilateral 
ureteral obstruction and hydronephrosis is 
frequently the anxiously anticipated solution 
of a hopeless situation. I could have no quar- 
rel with one who maintains that life should 
be prolonged by every means possible, but 
believe the euphoria and lethargy associated 
with uremia in this stage of the disease afford 
the patient relief and the means of obtain- 
ing a peaceful terminal period of life. 


Pain is probably the most dreaded devel- 
opment in advanced cervical malignancy. 
External irradiation may be helpful in the 
relief of pain secondary to metastatic bone 
tumor, and occasionally may relieve pelvic 
or leg pain due to involvement of the lum- 
bosacral plexus or its branches. Cordotomy 
should be considered as a method of reliev- 
ing intractable pelvic and leg pain, and, not 
infrequently, has permitted the patient com- 
plete relief of pain for long periods of time. 
It is generally agreed that tractotomy should 
be a bilateral procedure since the tumor 
involvement is frequently bilateral. It should 
also be remembered that there is a tendency 
for the sensory level to recede as time elapses 
and occasionally the patient may receive 
benefit from a second procedure. 

Unfortunately the patient may not be a 
suitable candidate for these methods, or they 
may have been tried without relief of in- 
tractable pain. Under these conditions the 
physician must resort to medication for relief 
of pain and to make life a little less dis- 
agreeable for the patient. It is the moral 
and ethical responsibility of the physician to 
use sufficient medication, or combinations of 
medication, to afford the patient reasonable 
comfort. It is usually best to hold in reserve 
the more potent narcotics until the patient 
fails to obtain relief with the less potent 
medications. In any event, the physician 
should accept the obligation to the patient 
of making available sufficient medication 
with a dose frequency adequate to afford 
reasonable sustained comfort. The expe- 
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rience with chemotherapy in the treatment 
of this type of malignancy has been dis- 
appointing, but perhaps in the future, this 
method of therapy will be the answer to 
many of our present-day problems. 

The family physician is most helpful and 
essential in the management of patients with 
terminal cervical malignancy. However, on 
occasion the home facilities and personnel 
are not suitable for the care of these women. 
The ideal facilities of a chronic disease hos- 
pital or a nursing home may not always be 
available. Should these facilities be unavail- 
able it may be necessary to utilize the facili- 
ties of the general hospital. Such hospitals 
are usually reluctant to admit patients of 
this type, but they must accept some of the 
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responsibility for the care of these unfortunate 
women if other facilities are not available. 

The care of this group of women is time 
consuming and frequently without financial 
reward. However, much can be done to help 
them live a comfortable and useful life, jf 
only for a limited period of time. It is the 
physician’s responsibility to make available 
to them a careful diagnostic investigation 
and institute the type of therapy which 
would seem best for their individual needs. 
This approach gains the respect and gratitude 
of the family. It will be rewarding to the 
physician to know that he has, in some small 
way, contributed to the happiness and com. 
fort of the woman with advanced or terminal 
cervical malignancy. 
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Trends and Direction in 
Occupational Medicine: 


MAC ROY GASQUE, M.D..,t Pisgah Forest, N. C. 


Here is a very thought aramtina analysis of the future of occupational medicine. 


It seems without question that 


e practice of this specialty in medicine 


will have a profound influence on medicine of the future. 


DURING THE LAST SEVERAL YEARS, the specialty 
of industrial medicine has been undergoing 
rather significant changes. The earlier em- 
phasis on trauma and toxicology is yielding 
to a type of practice directed more toward 
prevention of disease and promotion of 
health. The industrial physician is becoming 
concerned with groups of people as well as 
with individuals. The importance of a medi- 
cal practice oriented to the well patient has 
been fully recognized in the specialties of 
pediatrics and gynecology especially. In a 
similar way the practice of industrial medi- 
cine is becoming increasingly oriented toward 
well patients. Our eventual position may lie 
somewhere between the private practice of 
general medicine and the conventional public 
health officer. 


The history of industrial medicine in the 
western world is sketchy and relatively short. 
A few pioneer spirits——Alice Hamilton and 
Robert Legge, for example,—provided a cru- 
sading impetus. In Western Europe, on the 
other hand, diseases associated with occupa- 
tions have been well-known for many centu- 
ries and, by custom and by law, protective 
hygienic controls have been in operation. 
Even today many of the countries in Europe 
are far ahead of us in our country in the mat- 
ter of deliberate planning for the protection 
of the health of industrial workers. 


Definitions 
Industrial medicine is difficult to define 


and almost impossible to categorize. This is a 
reflection of its extreme heterogeneity. For 


*Chairman’s Address, read before the Section on Industrial 
Medicine & Surgery, Southern Medical Association, Fifty- 
= Annual Meeting, New Orleans, La., November 3-6, 


+From the Industrial Medical Department, Olin Mathieson 
Chemical Corporation, Pisgah Forest, N. c” 


years the specialty boards were unable to 
reconcile as a distinct specialty such diverse 
skills as were involved in traumatic surgery, 
evaluation of disability, general diagnosis, 
toxicology, planning of health promotion, the 
prediction of vocational expectancy, epidemi- 
ology, and analytical biostatistics. 

Many of the more writing spokesmen of 
our type of medical practice are not as yet in 
agreement as to definitions. In the minds of 
many physicians, occupational medicine and 
industrial medicine are used interchangeably. 
An agreement on definition is desirable and 
we should decide which term means what. 
Wade! has made a contribution to clarity and 
has suggested these definitions: “Jndustrial 
medicine should designate that variety of 
medical practice which deals primarily with 
the treatment of disease or injury resulting 
from and arising out of the working environ- 
ment and for which the employer assumes a 
moral and legal responsibility. It is illogical 
to define industrial medicine in terms of dis- 
ease entities.” An injury sustained while 
working on a power mower at home may dif- 
fer in no significant way from an injury sus- 
tained in the maintenance shop of a manu- 
facturing industry. Proper treatment depends 
on the nature of the wound and the potenti- 
alities for permanent disability are the same 
regardless of the location of occurrence of the 
injury. From time to time, almost all practi- 
tioners of medicine are called on to treat in- 
dustrial cases and, therefore, in a limited 
sense, they may well be considered industrial 
physicians. 

“Occupational medicine on the other hand 
should be used to designate that variety of 
medical practice which is primarily concerned 
with the prevention and control of both occu- 
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pational and nonoccupational disease and in- 
jury but not with the treatment of either. 


The specialist in occupational medicine is - 


concerned with the prevention of disease and 
the promotion of health, social adjustment, a 
maximal vocational efficiency, etc. And an 
occupational medical program should be de- 
signed to achieve these ends. Occupational 
medical services are not bargainable; they are 
essential tools of management for the effec- 
tive and safe use of workers. A physician may 
often be engaged in industrial medicine, oc- 
cupational medicine, therapeutic medicine in 
competition with the private practitioner, or 
various combinations of these.” 


What of the Future? 


Gazing into the crystal ball of the future of 
industrial medicine may be possible, and cer- 
tainly it would be useful if we could antici- 
pate the shape of things to come. Moving 
immediately to the core of this matter, these 
questions arise: 


How large, how important—and how much 
expansion will there be? Magnuson,? report- 
ing from the Department of Health, Educa- 
tion and Welfare of our Public Health Serv- 
ice, states that about 35% of all physicians 
now draw at least some income in the form of 
salary. By 1966 this figure is expected to be 
up to about 50% and it is predicted that in- 
dustry will be the major employer of physi- 
cians. What underlies this trend? First of all, 
there is a rapid increase in population. This 
associated with the mechanization of our 
farms and the broadening of the industrial 
scene will bring millions more Americans into 
industry. Industrial management is increas- 
ingly recognizing its need for medical services. 
Resources of manpower are being supported 
and maintained by the utilization of medi- 
cine. One manifestation or verification of this 
apparent trend is the fact that this past sum- 
mer the American Management Association 
sponsored a series of seminars for nonmedical 
industrial executives. One purpose of these 
seminars was to train these executives to uti- 
lize and work with the medical profession. 

There are specific reasons for an increase 
in demand for industrial medical services.* 
(1) the increasing life span of industrial 
workers; (2) the increasing general accept- 
ance of an advanced retirement age beyond 
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that of 65 of selected workers; (3) the very 
high price of training industrial executives 
with the attendant focusing of attention on 
the theme of biologic durability (the logic of 
preserving the investment in such men is 
apparent); (4) the increasing ratio of indus. 
trial investment per employee; and (5) the 
general increase in nearly all categories of 
industrial insurance premiums (aggressive 
medical participation in insurance matters 
has been clearly shown to reduce these up- 
ward trends in insurance costs).* 


Industry in this country has found that 
with the medical profession as an ally it does 
not have to submit to the broad forces of 
nature without challenge.' Industry is unwill. 
ing to pay the losses of nonoccupational acci- 
dents and illnesses with the consequential 
increase in losses in production without try- 
ing to do something to reduce and control 
these losses. Management knows that a pre- 
ventive maintenance of manpower, as well as 
of equipment and machinery, will reduce 
premature obsolescence and in some cases 
prevent or delay operational failure. It is also 
known that trained manpower is industry's 
most valuable asset. The difference between 
profit and loss can depend on the health of 
industrial manpower. This situation inevit- 
ably brings medicine into the picture. 


What are the opportunities for research? 
There-are singular opportunities for research 
in industrial medicine. Where else do we have 
such a large captive cross-section of the popu- 
lation that can be observed almost indefi- 
nitely? Industrial medical records now con 
tain a wealth of unassembled and unanalyzed 
information. For example, I suspect that it is 
not generally appreciated that suicide is 
among the leading causes of death in indus- 
trial workers. How many of us have studied 
the prodromal symptoms of suicide? Only by 
having an acute and accurate awareness of 
these symptoms can we intervene in a Way 
which is sometimes lifesaving. Another ex- 
ample, there has been very little written on 
the causes of early retirement for disability. 
Figures available to me indicate that disabling 
emotional or psychologic factors are more 
numerous among candidates for early retire 
ment than all other types of abnormalities 
and diseases combined. These are the kinds of 
facts that lie buried in our records. These 
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facts need to be extracted, analyzed, and, 
when appropriate, acted upon. We industrial 

ysicians need more curiosity and more 
imagination. 

Where and by whom will the specialty be 
practiced? The trend in American industry 
seems to be toward more in-plant services, 
especially in the larger industries. Certain 

aphically dispersed industries, such as 
public utilities, trucking, grocery store and 
filling station chains, also are tending to cen- 
tralize their medical services. Many small in- 
dustries are banding together in order to 
develop health programs. This can mean that 
a physician is engaged full-time in industrial 
practice but with his time being divided 
among a number of small plants. Nurses are 
assuming an increasingly important role in 
this type of medical program and they make 
their visits to these small plants either for or 
with the doctor. Physicians with a wide va- 
riety of interests, both generalists and special- 
ists, are taking part in these programs of 
small plants and a large percentage of these 
doctors eventually become full-time industrial 
physicians. 

Intensive safety engineering has and con- 
tinues to reduce the incidence of trauma, and 
the need is diminishing for nurses to occupy 
the conventional role of clinical assistant. If 
emotional problems are on the increase, and 
they certainly seem to be, physicians will need 
help in counseling. Thoughtful and properly 
motivated nurses can offer important assist- 
ance in counseling, health guidance and edu- 
cation, and in carrying out various aspects of 
a preventive program. Nurses will find their 
work much more interesting and useful when 
they are trained and allowed to participate in 
preventive programs. They should be given 
duties commensurate with this preparation. 
Unless we can provide intellectually stimulat- 
ing work for our nurses, we must face the 
hazard of losing them to other areas of pre- 
ventive medicine. 


What are the trends in postgraduate educa- 
tion? Historically, what little there is of it, 
postgraduate teaching has been oriented to- 
ward the toxicologic laboratory, and a great 
and broad baseline of information has been 
accumulated. Men like John Foulger and 
Robert Kehoe have charted our course in this 
field. Our debt to these wise and dedicated 
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men is quite great. Although industrial physi- 
cians see relatively few victims of toxic ex- 
posure, they certainly need to have the ca- 
pacity to recognize and control toxicologic 
problems. Discounting nothing from the im- 
portance of toxicology to our specialty, I feel 
that it must yield its position of pre-eminence 
in the training of industrial physicians. This 
science of chemicals and technics should not, 
in my opinion, be allowed to dominate the 
teaching of industrial medicine to the exclu- 
sion or at the expense of other important 
aspects of training. In the future, postgradu- 
ate education for industrial physicians will 
probably be directed more toward under- 
standing the mechanism of motivation, emo- 
tional physiology, biologic durability, collec- 
tion and analysis of biostatistics, the effective 
utilization of the older worker, the problems 
of administration, medical ecology and, par- 
ticularly, fundamental and applied physi- 
ology. 

Since there is so little in tradition to guide 
us in the teaching of industrial medicine, the 
approach in the future must necessarily be 
adaptive.® 

In what areas do our problems lie? Hazy 
planning and lack of accurate definition and 
direction has led to increasing amounts of 
therapeutic medicine being rendered in in- 
dustrial plants. This exhausts the time and 
energy of a medical staff which should be 
used in a program of preventive medicine. 
And yet, so few employers and even fewer 
employees understand the value of medical 
services which are not therapeutic. To avoid 
the pitfalls of this problem area, an industrial 
physician needs an abundance of diplomacy 
and resoluteness, as well as complete confi- 
dence in a policy that reserves the practice of 
therapeutic medicine for the private practi- 
tioner. 

Another problem area lies within our own 
profession. Many physicians in nonoccupa- 
tional practice have not taken the trouble to 
concern themselves with the objectives of 
modern industrial medicine. Our specialty is 
occasionally given a socialistic label. Such a 
label is inconsistent with the facts. Industrial 
medical programs, when thoughtfully con- 
ceived and properly carried out, are a major 
bulwark against collectivism. These programs 
are not financed by tax dollars, instead they 
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are financed by private enterprises. Competi- 
tion with, or replacement of private practice 
is feared only by the uninformed. In truth, 
we are dedicated to the opposite; industrial 
physicians find and refer an extremely large 
amount of disease to conventional therapeutic 
medical agencies. 

There is confusion in the minds of some 
concerning the relationship of industrial med- 
icine to programs of medical-care for indus- 
trial workers, particularly those financed by 
welfare dollars collected by labor unions. 
These programs by name and definition are 
programs of medical-care and should be kept 
separate and distinct from programs of pre- 
ventive and occupational health. 


Career and quality. As is well-known, qual- 
ity may be elusive but, on the other hand, it 
may crop up in the most unlikely places. The 
phenomenon of professional dedication and 
the persistent desire that burns inside some 
physicians to do a better job is one of the re- 
assuring characteristics of our profession. 
There is almost an inevitable association be- 
tween superior quality and an unstinting 
willingness to give time and energy to the 
solution of our industrial problems. I fear 
that many physicians evaluate a career in in- 
dustry on the presumption that the work is 
easy, the hours short, security a certainty, and 
the demands for professional astuteness infre- 
quent. None of these presumptions have a 
consistent basis in fact. The demands that a 
physician be a good physician are never 
greater than in industry. The industrial phy- 
sician needs a firm grasp of all the medical 
specialties. He needs to be a person with full 
awareness and his sense of inquiry regarding 
symptomatic behavior should be strong. He 
needs to know employees sufficiently well as 
well as the demands of their jobs so any devi- 
ation from their normal performance of work, 
health and pattern of behavior will signal the 
need for study. The industrial physician 
needs to be imaginative in his thinking; he 
needs the ability to communicate easily and 
freely with anyone on the industrial scene 
from top-level executives to hourly workers. 
Traditional and conventional programs of 
health education with posters and pamphlets 
must give way to better skills in communica- 
tion by physicians, nurses and other members 
of the industrial medical staff. 


MARCH 1959 


There are indications that prospective em. 
ployers of physicians in industry are becom. 
ing aware of the desirability of select; 
physicians who have had the appropriate spe- 
cial training. It is true that a graduate de 
gree, membership in a professional society or 
the possession of a certificate from a specialty 
board does not guarantee that a doctor yill 
be superior. Other things being equal, these 
things do give considerable assurance of qual- 
ity. It is well known that the training re 
quired before one can qualify: is lengthy and 
expensive. Physicians who have made this jn. 
vestment in training are entitled to economic 
as well as professional recognition. 


It is a fact that the industry of our country 
is expanding. It is also a fact that industrial 
medicine is expanding. Therefore, more and 
more physicians will search their judgment 
and conscience in an attempt to decide 
whether or not they want to dedicate their 
careers to American industry. Very serious 
questions then arise: 

Will I be allowed to practice the best qual- 
ity of medicine of which I am capable? 


Will I be able to keep abreast of my pro- 
fession? 


How will I react to relinquishing a good 
deal of the relative freedom of private 
practice? 

Am I willing to face the possibility of hav- 
ing to move my family from time to time? 

Are policies of management and personnel 
subject to change and how will this affect the 
medical program? 


These and other similar questions should 
be faced squarely. When in this situation, a 
physician should carefully appraise the integ- 
rity of the industrial ownership and manage- 
ment with: which he is contemplating an 
association. An error in judgment here can be 
frustrating and costly. It is most comforting 
to be associated with a management in which 
one can have pride and respect. 

Industrial medicine with its galaxy of stim- 
ulating and often demanding opportunities 
offers the medical profession a most promising 
application of preventive medicine and pro 
motion of health.¢ The insight, effort and 
positive direction that we can exert in aiding 
and guiding the development of our specialty 
toward a more skillful participation in the 
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health affairs of our industrial culture will be 
an index of the maturity of our specialty, as 
well as an index of the right of our specialty 
to take its place as a leading force in our 


References 


1. Wade, Leo: Industrial Medicine, Pub. Health Rep. 


72:1067, 1957. 


2. 
3. 


4. 
. Seymour, William H.: What Industry Needs from the 
i of Occupational 


Magnuson, Harold J.: Role of Industrial Health Services 
Se ay Family Health, Am. J. Pub. Health 47:1118, 
Collisson, N. H.: An Industrialist Looks at Occupational 
Health, Governor’s Conference on Occupational Health, 
Raleigh, N. C., January, 1957. 

Gasque, Mac Roy: Occupational Health Pays Dividends, 
North Carolina M. J. 18:154, 1957. 


Medical Profession, American Congress 
Medicine, Mexico City, February, 1958. 


. Sterner, James Preventive Aspect of Role of Medicine 


H.: 
in Industry, J.A.M.A. 161:1353, 1956. 


Meet Us in Atlanta, Ga. 


November 16-19, 1959 


for 


SMA’s 53rd Annual Meeting 


or 
will 4 
hese 
jual- 
Te. 
in- 
Mic 

ntry 
trial 

and 

nent 
cide 
heir 

jual- 
pro- 

hav- 

e? 

the 
ould 

mn, a 
nteg- 
lage: a 
an 

n be 
rting 
hich 
tim- a 
Lities 

ising 
pro- 
ding 
ialty 

the 


The Use and Abuse of the Jewett Nail 
in Fractures of the Hip: 


MAXWELL H. BLOOMBERG, M.D.,t} Elkins, W. Va. 


The author describes some errors of technic in the use of the Jewett 


nail-plate in the treatment of fractures of the h 


AN INJurY in the region of the hip joint can 
present one of the most perplexing problems 
in traumatic orthopedic surgery. It is now 
generally recognized, unless the elderly pa- 
tient is in extremis, that early open reduction 
and fixation are indicated regardless of age 
and the general physical condition. Ham- 
mond and Cady! states that the advantages of 
operative fixation are even more definite in 
the cases of poor-risk patients, and that an 
operative procedure should most certainly be 
carried out if it is at all feasible. 

The purpose of this paper is an attempt to 
clarify some of the difficulties encountered in 
the use of the Jewett nail-plate, and is based 
on a series of 46 consecutive cases operated 
upon by me, the nail-plate being used in all 
cases. 


The age of these patients ranged from 53 to 
100 years and 6 months. Four of these patients 
were 96 years of age; the average age was 84 
years. These patients were all seen over a 
period of three and a half years. There were 
4 surgical deaths (8.5%) at the ages of 78, 83, 
96, and 100 years and 6 months respectively. 
Up to the present time there have been no 
ununited fractures nor evidence of necrosis of 
the femoral head. 


Treatment 


The most common types of fractures of the 
hip are usually those involving the intertro- 
chanteric cervical or subcapital regions. There 
are three important phases involved in the 
treatment of these fractures, namely,—(a) pre- 
operative care, (b) the attainment of good 
anatomic reduction and proper fixation of 
fragments, and (c) postoperative care. 

*Read before the Section on Orthopedic and Traumatic 


Surgery, Southern Medical Association, Fifty-First Annual 
Meeting, Miami Beach, Fla., November 11-14, 1957. 


+From the Tri-County Orthopedic and Rehabilitation Clinic, 
Elkins, W. Va. 
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(a) Preoperative care. Immediately after 
admission to the hospital and after suitable 
roentgen films of the hip have been taken, the 
patient is placed in 8 pounds of Russell trac 
tion. This traction keeps the fragments in 
good alignment, thereby avoiding further 
damage to soft tissues, relieving most of the 
pain, and permitting proper nursing care. 

All patients should be seen by a medical 
consultant. Information regarding the habits, 
idiosyncrasies, and previous medical condi- 
tions should be obtained from the family phy- 
sician, family, and relatives, and presented to 
the medical consultant. The status of the pa- 
tient should be established within twenty-four 
hours. The physician must cooperate closely 
with the surgeon and share the preoperative 
decisions as well as those that must often be 
made quickly at the operating table.1 

(b) The attainment of good anatomic te- 
duction and proper fixation of fragments. In 
recent fractures the remaining circulation in 
the head fragment varies considerably de- 
pending upon the location of the transcervi- 
cal break. 


Dickson? states, “The head of the femur 
may be partially or completely separated from 
its circulation, and the head fragment may 
partially die, however, the head may return 
to normal by so-called creeping substitution 
and vascularization.” It is therefore desirable 
that the fragments be closely approximated 
and retained for an indefinite period without 
motion. The Jewett? one-piece flanged nail 
has been found satisfactory for this by many 
surgeons and has withstood the test of time. 
It should be realized, however, that although 
the nail is simply constructed, and when ap 
plied properly will maintain the fragments in 
place, that there are many pitfalls in its use. 
The nail has a one-piece angle with the plate 
which is desirable for strength and immobil- 
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FIG. 1 


(A) Before operation. (B) After operation. (C) Lateral view. 


ity, but may cause considerable difficulty in 
the hands of the inexperienced surgeon. Some 
of the difficulties encountered will be dis- 
cussed later in this paper. 

Anesthesia. In our series of patients we 
have found that they tolerated ether better 
than any other anesthesia. They were given a 


small dose of morphine and atropine one 
hour prior to operation. 

Technic. The fracture is manipulated and 
reduced on a fracture table and checked by 
roentgenograms. A complete reduction must 
be obtained. With the extremity held at a 
corrected position, an incision is made in the 
outer aspect of the thigh from just below the 


greater trochanter extending downward to 
expose four inches of the shaft of the femur. 
The vastus lateralis is split longitudinally be- 
tween its fibers to the bone and then stripped 
from the bone subperiosteally. It is not nec- 
essary nor advisable to expose the capsule. 
The author uses a Scoville self-retaining lam- 
inectomy retractor, thereby exposing the en- 
tire bony area and controlling any oozing 
from the muscle. With the aid of a small can- 
nulated drill, two guide wires are driven in 
from a point one inch and one and one-half 
inches, respectively, below the greater tro- 
chanter at an angle of approximately 130 de- 
grees with the shaft of the femur. One may 


FIG. 2 


(A) Before operation. (B) After operation. 


(C) Lateral view. 
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easily gage the direction by feeling a portion _—_ One of the wires is clamped with an old hem. 
of the neck directly over the capsule. Approx- _ ostat for purposes of identification. 

imately three and one-half inches of the wires Since the assistant has little to do following 
are driven through the shaft, neck and head. __ the application of the self-retaining retractor, 


FIG. 3 


(A and B) After reduction. (C and D) Six months after operation. 
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he is given the duty to check the instrument at this time both of the anteroposterior and 
table for the equipment to be made available lateral positions will check the position of the 
for immediate use. A roentgen examination most desirable guide wires. The length of the 


FIG. 4 


(A) Before operation. (B and C) After operation. 114% months after operation showing healed fracture. 
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Jewett nail is then established, threaded on 
the guide wire and gently tapped so as not to 
displace the fragments. It is advisable to wait 
a second after each blow of the mallet to allow 
for the bone tissues to rebound. When the 
nail has been driven in 50% of the way, it is 
advisable to remove the driver to check the 
length of the wire exposed. The nail is then 
driven in completely so the plate fits firmly 
against the shaft of the femur. The fragments 
must be impacted forcefully at the termina- 
tion of the operative procedure. A roentgeno- 
gram is taken in two planes and, if satisfac- 
tory, the plate is retained by three or four 
screws. The wound is closed in layers. The 
causes of failure usually result in: (1) failure 
to accomplish a good anatomic reduction; (2) 
failure to hold the reduction during the time 
of operation; (3) the splintering of bone at 
the time of impaction of the nail; (4) the re- 
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application of the nail; and (5) the improper 
alignment of the plate. Each point will be 
discussed separately. 


(1) Failure to accomplish a good anatomic 
reduction. It is obvious that the separation of 
fragments with possible rotation will not be 
favorable as regards stability and healing, 
particularly with the poor circulation encoun. 
tered in this region. 

(2) Failure to hold the reduction during the 
time of operation. When the head and neck 
fragments are properly aligned with the main 
shaft fragment, the position must be retained 
on a fracture table. An assistant should not be 
expected to hold the position without motion 
at the time of operation. Subtrochanteric 
fractures are difficult to reduce and hold 
without the use of a fracture table. 


(3) The splintering of bone at the time of 
insertion of the nail. The nail is impacted by 


FIG. 5 


(A) Before operation. (B and C) After operation. (D and E) 5 months after operation. 


showing solid healing of the neck of the femur. 


7 months after operation 
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means of gentle taps until the outer cortex is 

netrated. When the cortex has been pene- 
trated more powerful taps are permissible. 
Drilling of holes through the cortex is not 
recommended, since a drill hole to be effec- 
tive would have to approximate the diameter 
of the triphalanged nail. Such a hole would 
destroy the hold of the nail in the outer 
cortex. 

(4) The reapplication of the nail. For pro- 
per retention of the nail, one channel is per- 
missible. A second attempt shatters not only 
the neck and head but also the outer cortex. 
A reapplied nail widens the channel and 
thereby causes more strain on the plate, which 
in turn often results in the breaking of the 
screws. If possible, reapplication of the nail 
should be avoided. A good hold of the frag- 
ments even though not at a too favorable an 
angle, is to be desired rather than a nonunion 
resulting from the reapplication of the nail. 

5. The improper alignment of the plate. 
When a nail is impacted the plate should 
closely approximate the shaft of the femur. If 
it does not do so it is necessary to drive the 
nail farther in, rather than retain the plate 
under tension. Infrequently the nail thus im- 


FIG. 6 


Poor apposition, ununited fracture with necrosis of the head 
of the femur. 
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FIG. 7 


Excessive separation of fragments with nonunion and early 
necrosis of the head of the femur. 


pacted may protrude through the femorai 
head. Jewett* noted in a series of 37 cases that 
such protrusion if directed to the non-weight 
bearing portions or the inferior three-fifths of 
the acetabulum will rarely cause any difficul- 
ty other than some limitation of motion of 
the hip joint. If necessary, slight protrusion 
of the nail is best corrected with a second 
operation six or eight months later, when the 
nail and plate may be removed if solid heal- 
ing is present. The plate of the Jewett nail 
should not be bent to correct the angle. 

Rotation of the nail should never be at- 
tempted in order to align the plate with the 
shaft of the femur, since such a procedure 
either destroys the nail bed channel or, if not 
destroyed, causes undue tension at the site 
where the plate is applied against the femur. 
In such cases one may expect something to 
give and it usually involves the screws. 

(c) Postoperative care. As soon as the pa- 
tient regains consciousness, he should be en- 
couraged to move the injured leg in bed.5 He 
should also be given graduated active exer- 
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cises of the upper as well as the lower extrem- 
ities. The average patient may sit in a wheel 
chair within twenty-four hours postoperative- 
ly. Morphine and its derivatives as well as 
barbiturates often cause disorientation in the 
aged patient. Tranquilizers may be substitut- 
ed wherever sedation is necessary. 

Full weight-bearing for short intervals 
should be instituted as early as possible, not 
only for the general effect it has on the pa- 
tient but also to diminish the space at the 
fracture line resulting from bone absorption. 
Pressure at the line of fracture has. been 
proven, by the excellent work of Charnley,® 
to be necessary for good healing. Charnley, 
Blockey and Purser? have also demonstrated 
that complete separation of the femoral head 
is an early complication occurring within 
twelve months of the time of the fracture. 


Case Reports 


Case 1. S. N., a 62 year old woman, slipped on the 
ice on Jan. 25, 1956. She sustained a subcapital frac- 
ture of the left hip (Fig. 1, A). Under Sodium Pento- 
thal induction and ether, the patient was operated 
upon on Jan. 27. She was allowed out of bed the 
following day, and weight-bearing on the third day. 
She was ‘discharged walking, on Feb. 4, 8 days post- 
operatively, and returned to work as a church organist 
several days later (Fig. 1, B). As of Aug. 19, 1957, she 
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is asymptomatic and refused roentgen check-up, 

Case 2. M. T., a 96 year old woman, fell out of beq 
on March 10, 1956, at a rest home, Sustaining a frac. 
ture of inferior ramus of the left pubic bone and an 
intertrochanteric fracture of the right hip (Fig. 2, A). 
On March 13, the hip was reduced and retained with 
a Jewett nail-plate; she was out of bed the same day 
(Fig. 2, B and C). As of Sept. 24, 1957, she has painless 
weight-bearing. 

Case 3. A. S., a 78 year old woman, fell from a 
chair at home, on Sept. 13, 1956, sustaining a fracture 
of the neck of the right femur. The fracture was re. 
duced and retained with a Jewett nail-plate (Fig. 3, 4 
and B). Full weight-bearing was allowed within a 
week. On March 26, 1957, roentgen examination 
showed good bony healing with no change in position 
(Fig. 3, C and D). 

Case 4. I. M., a 96 year old woman, who fell while 
working in her kitchen on Dec. 27, 1955, sustained a 
paratrochanteric fracture of the neck of the left femur 
(Fig. 4, A). The fracture was reduced and retained 
with a Jewett nail-plate (Fig. 4, B and C). Weight. 
bearing was begun 48 hours after operation. She was 
discharged from the hospital on Jan. 14, 1956. She was 
readmitted on Dec. 10, 1956, for an injury of the foot. 
A roentgen examination at this time showed 
bony union of the fractured femur (Fig. 4, D). The 
mild protrusion was asymptomatic. 

Case 5. A. P., a 53 year old woman, sustained a 
fracture of the neck of the left femur on Oct. 6, 1956 
(Fig. 5, A). The fracture was reduced and retained 
with a Jewett nail-plate on Oct. 8 (Fig. 5, B and ©), 
She was allowed full weight-bearing and was advised 


FIG. 8 


(A) Solid union 5 months after 


operation. (B) Lateral view. 
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that the nail and plate would be removed at a later 
date because of protrusion. Roentgen examination on 
Feb. 26, 1957 (Fig. 5, D and E) revealed good bony 
healing with several millimeters of nail protruding. 
Although she had no restricted motion, she com- 
plained of pain particularly in abduction of the ex- 
tremity. On April 6, 1957, roentgen examination fol- 
lowing removal of the nail plate revealed good bony 
healing (Fig. 5, F). 

Case 6. H. W., a 75 year old man, had been bedrid- 
den for the past 2 years because of pain on weight- 
bearing who was first seen by me on Nov. 27, 1956. 
Roentgen examination showed the fragments held in 
poor apposition (Fig. 6). This resulted in a non-union 
with necrosis of the femoral head. 

Case 7. J. D., an 81 year old man, tripped while 
picking up a bucket of coal on April 11, 1955, sus- 
taining a paratrochanteric fracture of the left femur. 
He was first seen by me on Dec. 6, 1955, complaining 
of pain with weight-bearing. Roentgen examination 
disclosed an ununited paratrochanteric fracture with 
considerable separation and an early necrosis of the 
head of the femur (Fig. 7). 

Case 8. F. C., a 68 year old woman, while playing 
“Bingo” fell off her chair on Aug. 22, 1955, sustaining 
a fracture of the neck of the right femur. On Aug. 
24, the fracture was reduced and retained with a Jew- 
ett nail-plate (Fig. 8, A). She was able to be up and 
about on the third day with full weight-bearing and 
was discharged on Sept. 1, to be followed in the out- 
patient department. Roentgen examination on Feb. 20, 
1956, showed good bony healing (Fig. 8, B). She is 
asymptomatic as of September 1957. 


Summary 


The ultimate decision for definitive treat- 
ment of hip fractures must be based on clini- 
cal judgment, wherein, the status of the pa- 
tient is evaluated while the injury is being 
appraised; (a) knowledge of essential anat- 
omic features; (b) roentgenologic evidence for 
confirmation of diagnosis and location of 
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fragments; (c) appreciation of factors which 
affect healing in skeletal injuries and (d) ex- 
perience with suitable reparative procedures 
and technics. 


All fractures will heal if adequately reduced 
and immobilization of the fragments is main- 
tained. 


Conclusions 


1. From a mechanical viewpoint a one- 
piece nail and plate is preferable for stability 
in the repair of a hip fracture. 


2. The problems of stress and strain at the 
site of repair must always be a consideration. 


3. Tension of the plate against the femur 
must be avoided. 


4. A channel larger than the nail results in 
loss of stability and transmits the entire force 
to the plate and screws. 


5. Early ambulation is recommended in all 
cases, with the exception of those that are 
severely comminuted. 


6. Good pre- and postoperative manage- 
ment are essential in obtaining a good result. 
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The Vagaries and Peculiarities of 
Studies with Subarachnoid Oil in 


Cases of Protruded Disc: A Plea for Early 
Study with Oil after Negative or Even “Positive” Surgical 


Exploration for Protrusion of Lumbar and Cervical Discs 


with Persistent Postoperative Symptoms* 


JOHN M. MEREDITH, M.D.,¢ Richmond, Va. 


The author reports and discusses instances in which the clinical picture and the studies with 
Pantopaque were at variance. Also, by examples, he emphasizes the need for studies with oil in 
those patients who postoperatively do not show the results anticipated, particularly if such 


studies were not made before operation. 


FivE RECENT INSTANCES of unusual lesions 
shown by oil study, prompted this report. 
These included,—(1) intradural post-traumatic 
“neuroma” from extradural lumbar disc, (2) 
a lumbar disc with the lesion and the oil de- 
fect on the side opposite the leg pain, and (3) 
other bizarre findings, including a disc in the 
cervical region followed by an operation for 
sarcoma of the cervical cord. The case his- 
tories which follow illustrate the necessity for 
Pantopaque study of the lower and/or upper 
spinal subarachnoid spaces in certain cases of 
“protruded disc syndrome” in which periph- 
eral pain of the leg or arm persists after 
extradural surgical exploration, which may or 
may not have yielded positive findings. This 
paper also stresses the vagaries and peculiari- 
ties of oil study in occasional cases. 

Case 1. H. M. was admitted to the Retreat for the 
Sick Hospital, Richmond, on March 15, 1955, and dis- 
charged on the 18th postoperative day. This 49 year 
old white school teacher had a ruptured disc on the 
left at the fourth lumbar interspace; Pantopaque sug- 
gested an almost complete block, with a small amount 
of oil coming through to the L-5 interspace after the 
patient had been erect for several minutes (Fig. 1). 


At operation on March 24, a bilateral lumbar lam- 


*Read by title at the 18th annual meeting of the American 
Academy of Neurological Surgery, November 10, 1956, Phoenix, 
Ariz., and at the first annual Medical Alumni Association 
Meeting, Medical College of Virginia, February 21, 1958, 
Richmond, Va. 

+From the Department of Neurological Surgery, Medical 
College of Virginia, Richmond, Va. 


inectomy was done since it was thought there might 
be an intradural tumor of the cauda equina; the 
spines and laminae bilaterally of L-4 and L-5, and the 
top of the sacrum were removed. The intact dural sac 
was reflected to the right side, and a large protruded 
disc removed extradurally from the fourth lumbar 
interspace on the left side beneath the L-5 root (Fig. 
2, A). The dura was then opened because the Panto- 
paque study had shown an almost complete block at 
the L-4 interspace. No definite tumor or disc was seen 
intradurally. A catheter was passed several inches up- 
ward and downward without meeting an obstruction. 
When the anesthetist compressed both jugular veins 
while the dura and arachnoid were open, there was an 
almost immediate free flow of fluid from above. The 
intradural anterior and posterior roots at L-4 inter- 


FIG. 1 


(Case 1) There is complete block at the fourth lumbar it- 
terspace (actually at the level of the top of the body of th 
tourth lumbar vertebra). This was due both to a large disc 
and to intradural neuromas on the left side. 
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FIG. 2, A possible lesions, and still the patient may have 
disabling pain after operation, especially 
when ambulation is resumed. The intradural 
post-traumatic “neuroma” may be of surgical 
significance since it may have to be resected 
before pain is relieved, even though the disc 
has been removed previously. In this case the 
intradural excision of the “neuroma” has per- 
mitted the patient to be as free of pain as in 
the usual satisfactory postoperative result 
after the routine extradural removal of a disc. 


Case 2. W. W., a 26 year old white man, was admit- 
ted to the Medical College of Virginia Hospital on 
March I, 1956, and discharged 12 days later. 
At the time of admission, the patient had severe 
pain of the sciatic type radiating down his right leg. 
He was extremely tender on firm pressure at the 
fourth and fifth lumbar interspaces on the right side. 
There was no definite sensory loss or inequality of 
reflexes. Because of this and since the patient seemed 
to be of an unstable nervous temperament, an oil 
study was proposed. Plain lumbosacral films had 
shown only slight rotary scoliosis of the lumbar spine 
with some straightening of the spine compatible with 
muscle spasm; there was no significant narrowing of 
and posterior roots of the fifth lumbar nerve root on the showed an almost complete obstruction of the L-4 in- 
— terspace on the left side, the side opposite to the 


space level on the left appeared considerably enlarged painful leg (Fig. 3). Since we were using a new day- 
and seemed to have a fusiform “tumor” in-each (Fig. light” fluoroscope at the time we thought the images 
2, B). The posterior root was resected for a distance may have been reversed and therefore repeated the 
of 2.5 cm. between silver clips. Microscopically this was study using localizing markers. We proved that the 
a post-traumatic “neuroma” and not a true neoplasm. defect was at the /eft fourth lumbar interspace where- 
The anterior root, which also had a moderate fusiform as the pain was in the right leg. 
enlargement, was left in situ. 
Twenty-four hours after operation the patient had FIG. 2, B 
good dorsiflexion of the left foot and little or no sen- 
sory loss of the left foot and ankle, apparently due to 
the overlap of the other sensory dermatomes. 
The patient was last seen on Sept. 11, 1957. She was 
then quite active, teaching school daily and working in 
her garden. Some residual discomfort in the lower 
back did not cause her to lose time from her school 
work. Nor was there extension of pain to either leg 
suggestive of residual sciatica. With the wearing of 
a firm lumbosacral belt she is able to carry out her 
activities satisfactorily. 


Comment. This case is presented primarily 
as that of a large unilateral protruded lumbar 
disc at the left fourth interspace which had 
produced post-traumatic “neuromas” of the 
posterior and anterior fifth lumbar roots in- 
tradurally at the fourth space on the left side. 
This brief history logically explains, it would 
seem, the occasional case in which there is 
persistently disabling peripheral pain in the 
leg after a large lumbar disc has been re- 


terior and posterior roots of the left fifth lumbar nerve 


spa i intradurally. The posterior nerve root ‘‘neuroma’’ was re- 
ye usually has been inspected also for all sected and the anterior one left in situ. 
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Therefore, we proceeded at first with an extradural 
exposure on the left side only, although the spines and 
laminae of the L-4 interspace were removed bilaterally. 
A large protruded disc was found and removed extra- 
durally at the fourth lumbar interspace on the left 
side. It was a large disc, filling a medicine glass about 
one-half. The fourth lumbar interspace on the right 
side was then explored extradurally because of the 
right sided pain; no protruded disc or other lesion 
was found. 

He made the usual recovery and was discharged 
after the average postoperative period. 

The patient did well until Oct. 25, 1956, when 
he was caught between two trailers and twisted his 
back. Following this he had increasingly severe pain 
in the low back and right leg. He was readmitted to 
the hospital on Jan. .13, 1957, and a second myelo- 
gram was done 2 days later. This showed a classical 
type of defect at the right fourth lumbar interspace. 
Re-exploration on that date revealed a large recurrent 
protruded disc at the right fourth lumbar interspace 
(found to be normal at operation 10 months previ- 
ously), and a second one at the right fifth lumbar 
interspace. 

He made an excellent recovery postoperatively and 
has remained well following his discharge from the 
hospital on January 27. 


Comment. It should be stressed that this 
patient had severe right-sided sciatica. How- 
ever, the oil study showed a lesion at the left 


FIG. 3 


(Case 2) Shows a large defect at the fourth lumbar inter- 
space on the left side, although the patient’s pain was only 
on the right side. 
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fourth lumbar interspace, the right fourth 
and fifth lumbar interspaces appearing nor- 
mal. The disc presenting only on the left side 
was removed. 


The point of emphasis is that in individ. 
uals who have a unilateral extradural explo- 
ration on the painful side only, and thé ex. 
ploration is negative for a protruded lumbar 
disc, it is well to recall that in the rare or 
unusual case the disc may protrude on the 
side opposite to the peripheral leg pain. Oi 
study should, therefore, be done before the 
patient leaves the hospital if he complains of 
an appreciable amount of pain after resuming 
ambulation. Thereby one may prevent a 
longer period of time of pain without identi- 
fication and removal of the offending lesion, 


There was nothing unusual in the second 
hospital admission having a recurrent disc 
syndrome following a twisting type of injury 
and seen not too rarely. The protruded dises 
were present on the same side as the oil defect 
and the patient’s pain. 

Case 3. G. M., a white woman, aged 30, was first 
operated upon on April 30, 1957, for a classical type of 
protruded disc, one at the left fourth and one at the 
left fifth lumbar interspace, the so-called “double 
disc” syndrome. 

The plain spinal films were normal without spondy- 
lolisthesis or spina bifida. 

The dura was not opened. A standard left hemi- 
laminectomy was carried out and she did well post- 
operatively. She left the hospital on May 7, electing to 
return home by auto one week after operation. The 
wound had healed well and she seemed to be free of 
pain. 

She returned to the office on May 17 saying she had 
not done well for approximately a week after return- 
ing home. The pain had again developed in her lower 
back and right leg, on the side opposite to her previ- 
ous pain. She was readmitted to the hospital on May 
28 because of disabling symptoms. An oil study of the 
subarachnoid space showed a defect at the left fourth 
lumbar interspace (Fig. 4). 

She was operated upon a second time on June 5, 
1957. A large protruded disc was removed from the 
right fourth lumbar interspace. 


Comment. This case has several interesting 
points. At the first operation she had only 
left-sided sciatica which was completely re- 
lieved by the removal of fourth and fifth 
lumbar discs on the left side. She had been 
home no more than 7 days when she devel- 
oped pain in the back and right leg (for the 
first time). Diathermy and other conservative 
therapy afforded little or no relief. An oil 


study, the first one done in this patient, clear- 
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FIG. 4 


(Case 3) Shows mild defect on the left side (arrow) thought 
to be due to previously placed Gelfoam at the fourth lum- 
bar space at the first operation. Actually, the large disc 
found at the second operation (Fig. 5) was at the right 
fourth lumbar interspace where no defect is seen. 


ly showed a defect at the left fourth lumbar 
interspace which was due, we thought later, 
to a piece of Geifoam rather firmly wedged in 
that space as carried out at the first operation. 
It was interesting because she had no pain in 
the left leg at the time of the second admis- 
sion, though complaining bitterly of severe 
pain in her right hip and leg, of a constant 
and peripheral nature. 


At the second operation the muscles were 
separated on both sides from the spine and 
the left fourth lumbar interspace dealt with 
first, from which small bits of disc material 
were removed, but mainly the piece of Gel- 
foam mentioned above. Then the fourth lum- 
bar interspace on the right side was inspected, 
and a large protruded disc was found (Fig. 5), 
quite tense under the posterior longitudinal 
ligament and undoubtedly a surgically im- 
portant protruded disc which failed to show 
on the oil film. 


This case is also of interest since the patient 
had pain on the side opposite to the defect in 
the oil study. The disc was of considerable 
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size at the right fourth lumbar interspace, at 
the time of the second operation, but did not 
show on the oil study although it was on the 
same side as the patient’s pain at the second 
admission. It illustrates again the abnormali- 
ties and peculiarities one sometimes encoun- 
ters in cases of the lumbar disc even when 
combined with oil study, and demonstrates 
that the greatest judgment must be employed 
in making decisions as to the side to operate 
upon or when to do an oil study. This case is 
one of the very few we have seen in which the 
oil study did not show a disc in the fourth 
lumbar interspace. 

Case 4. F. T., a 36 year old negro man, had had 
sciatica on the right side. A disc was removed from the 
fourth lumbar interspace on the right side without in- 
cident in July, 1953, by our resident, Dr. Martin 
Angelo. No oil study had been done. He made a good 
recovery and was working vigorously, in subsequent 


FIG. 5 


(Case 8) Large protruded disc found at the second operation 
at right fourth lumbar interspace where no defect was seen 
on the oil study (Fig. 4). 
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years, having two jobs simultaneously, one as a gar- 
dener and the other as a hospital attendant. 

He was seen again in October, 1957, at 40 years of 
age, and stated he had developed pain in the left leg, 
the side opposite to that of the original pain. It was 
rather unusual, being in the anterior thigh as well as 
laterally, and did not extend below the knee. The dis- 
comfort in the left leg began about 5 months before 
he was seen; there was no pain in the right leg at this 
time. 


Examination suggested a left-sided lower lumbar 
disc. There was slight sensory loss at the fifth lumbar 
dermatome on the left, and straight leg-raising and 
other maneuvers were painful bilaterally. Whenever 
they were carried out in either extremity, pain was 
felt in the left hip. Bilateral jugular compression in 
the erect position induced pain in the lower back 
only. There was marked tenderness on firm pressure 
at the fourth and fifth lumbar interspaces. The ankle 
jerks were equal but not very active, actually barely 
obtained. X-ray films of his lumbar spine showed no 
abnormality; there was no spondylolisthesis or appreci- 
able narrowing of the interspaces or arthritis. 


An oil study was done and an almost complete sub- 
arachnoid block was demonstrated, with the greater 
portion of the defect being on the right side, the side 


FIG. 6 


(Case 4) Demonstration of the greatest defect at the right 
fourth lumbar interspace (arrow), although the patient’s 
pain was only in the left leg. 
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on which he had no pain at that time, but where the 
previous disc had been removed in 1953 (Fig. 6). The 
fifth space was well outlined by oil that eventually 
came down over the fourth lumbar space. 

At operation (October 24), a bilateral laminectom 
at L-4 was carried out extradurally under endotracheaj 
anesthesia. The dura was widely exposed but not 
opened. By retracting the dural sac medialward from 
either side, a good-sized protruded disc was found at 
the fourth lumbar interspace and removed by cruciate 
incisions made through the posterior longitudinal liga. 
ment bilaterally. However, the large bulk of the disc, 
which could be seen under the fifth lumbar root ang 
causing it to protrude markedly backward on the 
right, was found on the right side, and it was finally 
removed in one portion. It was about half as la 
and long as one’s little finger. (It is of interest, there. 
fore, that at the time of the second operation, with 
pain only in the left leg, the oil defect was chiefly on 
the right side, and the great bulk of the disc was re. 
moved from the right side.) What appeared to every 
one at the operation as the significant mass of the 
disc and which caused marked local pressure on the 
fifth lumbar root was distinctly on the nonpainful 
right side, and was removed from the right side in 
one portion. 


Comment. This again highlights the im- 
portance of oil studies in patients who have 
not done well after the initial operation 
(either early in the postoperative period or 
years later), and particularly who have not 
had a previous oil study. In some bizarre 
fashion, the oil defect is sometimes more 
marked on the side that is free of pain and, 
furthermore, sometimes the significant and 
largest mass of disc producing the real pres- 
sure on the nerve root must be removed from 
the side opposite the patient’s pain before re- 
lief is obtained. The unusual findings empha- 
sized by this case and the ones reported above 
point to the necessity of early oil studies in 
patients who do not do well postoperatively. 


The final case has to do with a lesion of the 
cervical cord which at first was thought to be 
due to an ordinary unilateral cervical pro 
truded disc. Operation was carried out with 
marked relief of the painful syndrome in the 
right arm, only to have early symptoms of 
severe compression of the cervical cord appear 
and the eventual disclosure of a malignant, 
albeit almost entirely circumscribed, tumor of 
the cervical spinal cord. 

Case 5. T. L. P., a 67 year old negro man, was first 
seen in the office on Aug. 5, 1957. At that time, he had 
pain in his right arm of 24% months duration. It ex 
tended to the fingers (particularly the index and mid- 
dle fingers) where definite sensory loss was found. 
Retraction of the head with the occiput to the right, 
and firm pressure at the sixth cervical interspace i 
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FIG. 7 


(Case 5) Lateral view of cervical spine demonstrating (arrow) 
marked narrowing of C-6 interspace with associated spon- 
dylitis thought to account for disc syndrome (unilateral). 


duced very severe pain down the right arm and hand. 
The left arm and lower extremities were normal. 


He was admitted to St. Philip Hospital, and at 
operation on August 12, was found to have a stony 
hard, large bony spur at the sixth cervical interspace 
on the right side. (Preliminary x-ray films had shown 
very marked narrowing of that space on the lateral 
films [Fig. 7]). The fifth and sixth cervical interspaces 
were both explored on the right side extradurally. The 
laminae on the right were found to be extremely 
thick, perhaps due to the associated spondylitis. By 
moving the seventh cervical root cephalward at the 
sixth cervical interspace, it was possible to identify a 
sharp, stony hard spur under this nerve root. (We 
have seen this in many cases, and it suffices to decom- 
press the nerve root without removal of the bony spur 
in elderly patients, for they get just as much and as 
early and long-standing relief as those who have soft, 
removable discs in the younger age groups.) The fifth 
cervical interspace was found to be entirely normal. 
Postoperatively, he did extremely well and, in fact, we 
were agreeably surprised to see such marked and im- 
mediate relief of pain in this elderly patient with 
spondylitis. He left the hospital in the usual time, 
being entirely free of pain. 

However, he returned to the office on September 9 
(4 weeks postoperatively), stating that on that morning 
as he got up, both legs were very unsteady, and his 
right arm tingled and was quite numb. This was 
thought to be due to associated spondylitis. 

He returned to the office a few days later with 
marked weakness of the legs so it was necessary for 
him to be in a wheel chair. The arms also were quite 
weak particularly in extension at the elbows. He was 
readmitted to the hospital and an oil study was car- 
tied out (for the first time) since he had an almost 
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complete paraplegia by this time, with very brisk knee 
jerks and ankle jerks, and a sensory level to pin-prick 
in the upper chest about one inch below the clavicle 
bilaterally. He had severe pain in the back of the neck 
when he extended the head backward. It was thought 
he possibly had a midline protruded lower cervical 
disc at this time. An intradural tumor was also con- 
sidered since he had not had a previous oil study. 

The oil study showed a complete block in the lower 
cervical region (Fig. 8). On September 26, a Quecken- 
stedt test was positive (showing complete subarach- 
noid block); the fluid was slightly xanthochromic. The 
protein content was so high in the lumbar spinal fluid 
at the time of the oil study that it partially clotted; 
its quantity therefore could not be determined. Panto- 
paque, 2 cc., in the subarachnoid space showed a com- 
plete block at the level of C-7 when the patient was in 
the Trendelenberg position, the oil having been in- 
troduced in the lumbar area. 

Bilateral laminectomy of C-4-5-6 and 7 was carried 
out on September 26. An extradural tumor mass was 
found at the C-7 level; this also involved the dura 
and, in addition, a large intradural tumor was found. 
All lesions were located on che right side. Quoting 
from the operative note, “on the right side a mass 
5 cm. in length was found extradurally penetrating 
through the dura also. Biopsies were taken of this 
and a malignant tumor (? sarcoma) was diagnosed on 
this frozen section. The dura was then opened in the 
midline and the upper edge of the tumor found to be 


FIG. 8 


(Case 5) Oil study in Trendelenberg position with complete 
subarachnoid block at C-6-7 (arrows), proved at the second 
operation to be due to a large extra- and _ intradura! 
lymphosarcoma. 
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(Case 5) Lymphosarcoma (reticulum cell type) in the 
cervical spinal canal. (High Power) 


at C-4 vertebral level and the lower edge at the level 
of ‘I-1 vertebra. The intradural mass might be de- 
scribed as the size of two olives placed together and 
jointed by a narrow isthmus. The right-sided anterior 
and posterior roots of C-6 and C-7 were divided to 
deliver the tumor, as they obviously seemed to be the 
source of the growth, or to involve it extensively. The 
mass then could be separated from the spinal cord and 
reflected laterally, and the entire lesion together with 
the attached dura was removed en masse. It was 
thought that a complete removal was carried out with 
the exception of possibly a little thickening of the 
dura anteriorly in front of the cord. The dura was 
covered with Gelfoam (where the defect was) and 
closure made without drainage.” 

Improvement postoperatively was rapid, and 2 days 
later he could move both legs very well, whereas he 
could scarcely flex them off the bed before operation. 
There was some weakness and sensory loss in the right 
arm incident to the sacrifice of the nerve roots, but it 
was thought this was a small price to pay for the 
complete removal grossly of the large tumor which 
proved to be malignant, a lymphosarcoma (reticulum 
cell type) of the dura mater including both the intra- 
dural and extradural spaces of the cervical cord (Fig. 
9). X-ray treatment to the cervical cord area was be- 
gun on October 9, the operative wound having healed 
well per primum by that time. 


Comment. This case shows how the mere 
decompression of a cervical nerve root extra- 
duraily over a bony spur can afford complete 
(although only temporary) relief of the dis- 
abling symptoms in the involved arm. The 
pain at first was actually due to compression 
of the unilateral nerve root by a malignant 
intra- and extradural tumor. Eventually, the 
true cause of the local and recurrent right- 
sided arm pain, and later the marked weak- 
ness of the lower extremities, were found to be 
due to a malignant tumor of the cervical cord 
located both inside and outside the dura. 
This case illustrates the importance of early 
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oil study in patients who are not doing well 
after surgical exploration for a cervical or 
lumbar disc, particularly when a previous oj] 
study has not been done. (We have had one 
such similar experience among our lumbar 
disc cases, in which the patient was eventually 
proved to have an intradural tumor, also.) 


Discussion 


Our experiences described in this paper il- 
lustrate that an intradural traumatic ney. 
roma may be the cause of persistent pain 
postoperatively in the involved leg (Case 1), 
It is possible, also, to have the defect in the 
oil study on the side opposite the patient's 
pain (Case 2); such a disc must, of course, be 
removed before relief of the peripheral sciat. 
ica is obtained. Again, as illustrated in case §, 
the diseased disc causing the patient's pain 
was found on the side opposite the defect in 
the oil column (the defect in this case was due 
probably to a piece of Gelfoam placed at the 
first operation). 


From these experiences it seems wise, in in- 
dividuals who have had one or more of these 
unusual combinations (especially with bizarre 
preoperative oil studies), to carry out bilateral 
exploration of the significant space or spaces, 
so that all disc material may be removed. Case 
] illustrates a special problem in patients who 
have not had previous oil studies, pain per- 
sisting postoperatively because of an intra- 
dural “neuroma” with complete, or almost 
complete, subarachnoid block. 

Otenasek! reports 7 cases due to spinal neo- 
plasm that simulated a lumbar protruded 
disc at some time in the illness. He stated 
that, from the description of his 7 cases, a his- 
tory of injury with recurrent episodes of low- 
back pain and sciatica, together with the 
physical and neurologic findings of a disc 
lesion and including x-ray proof of degenera- 
tion of the disc, are not always sufficient to 
clinch the diagnosis. 

The possibility of a dual lesion,—a disc and 
a neoplasm, must always be kept in mind, the 
disc lesion being relatively unimportant, if 
pain or other neurologic disability persists 
postoperatively. Every aspect of the history 
and examination must be fully searched for 
possible evidence indicating neoplasm. Oten- 
asek believes that the following findings seem 
to make spinal studies, including myelogra- 
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phy, imperative: (1) the presence of night 
pain, especially when unrelieved by lying 
down; (2) the persistence of pain without re- 
mission from its onset in an initial attack; (3) 
the presence of root pain over a distribution 
higher than the fifth lumbar dermatome (for 
example, the anterior thigh); (4) alteration 
(diminution usually) of the knee jerk; (5) the 
presence of signs of bladder involvement, in- 
continence or retention; and (6) failure to 
obtain relief after removal of a diseased disc. 
It is further recognized, Otenasek states, that 
in a few cases, even adequate spinal fluid and 
x-ray studies will fail to reveal the true nature 
of the lesion and that exploratory operation 
must be resorted to. His cases of neoplastic 
processes simulating the lumbar disc syn- 
drome well deserves study by all neurologists, 
orthopedists, and neurosurgeons to illustrate 
how easily one can be led astray in operating 
in what seems to be a typical disc-case without 
preliminary oil study, even to the point of 
obtaining temporary relief following the re- 
moval of the disc (Case 5). The statement is 
made by the Mayo Clinic workers? that for 
every 25 operations performed at their clinic 
for protruded lumbar discs, one operation is 
performed for a spinal cord tumor which is so 
situated that at some time during its course it 
could simulate a protruded lumbar interverte- 
bral disc. 


Summary 


The 5 cases cited are oddities and rarities 
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among the large numbers of typical instances 
of a protruded disc as seen from year to year 
in neurosurgical clinics. 


The 4 cases of lumbar protruded discs 
which were unusual, emphasize the import- 
ance of oil study, in unusual cases not only 
before operation, but also at an early date 
after operation in cases which have not had 
relief of pain or other disabling symptoms. 
The finding of the defect in the oil shadow 
on the side opposite to the leg pain, and the 
demonstration of a protruded disc on the side 
which did not show a defect are unique in my 
experience. A traumatic “neuroma” inside 
the dura after operation may account for 
persistent pain. The early symptoms of a cord 
tumor suggestive of “disc pain” may be re- 
lieved temporarily by decompression. Post- 
operative return of severe pain makes early 
oil study imperative. 


The 5 cases emphasize two main points: (1) 
the occasional vagaries and peculiarities of 
subarachnoid oil study in cases of protruded 
discs; and (2) the necessity for early oil study 
(if not previously done) after negative or even 
“positive” surgical exploration for lumbar or 
cervical discs followed by persistent post- 
operative symptoms, especially pain. 


References 


1. Otenasek, F. J.: The Variety of ot Lesions Simulating 
the Disc Syndrome, South. M. J. 46:843, 1953. 

2. Craig, W. McK., Svien, J. J., Dodge, H. W., Jr., and 
Camp, J. D.: Intraspinal Lesions Masquerading as Pro- 
truded Lumbar Intervertebral Discs, J.A.M.A. 149:250, 
1952. 


9 | 
‘ll 
vil 
ne 
ar 
ly 
il 
‘U- 
in 
he 
t’s 
be 
at 
3, 
‘in 
in 
ue 
he 
in- 
Te 
ral 
es, 
ho 
er- 
ost 
led 
ed 
W- 
he 
isc 
Ta- a 
nd 
if 
for | 
en- 
em 
i 


Triamcinolone in Dermatologic 


Therapy: 


HARRY M. ROBINSON, JR., M.D., RAYMOND C. V. ROBINSON, M._.D., 
and JOAN RASKIN, M.D.,¢ Baltimore, Md. 


These studies indicate that this new steroid is more effective in the treatment of 
psoriasis than are other steroids. The maintenance dose for retaining remission in 
disseminated lupus is much less than with other steroids. Nevertheless, the 
authors emphasize the use of all steroids only for short-term therapy except 

in certain serious diseases. Triamcinolone produces untoward side-effects 


as do other steroids. Its use topically is effective. 


TRIAMCINOLONE, (9a-fluoro-16a-hydroxy-delta 
1-hydrocortisone), a new corticosteroid synthe- 
sized by Bernstein,! has anti-allergic activity,” 
antirheumatic activity, and is reported to be 
of value in the management of psoriasis, lupus 
erythematosus, pemphigus vulgaris, atopic 
dermatitis, exfoliative dermatitis, and other 
dermatoses.*® Ketal derivatives of triamcino- 
lone, alone and in combination with anti- 
biotics, prepared in vanishing cream, oily 
ointment or lotion bases, are of value in the 
topical management of dermatoses which 
usually respond to local steroid therapy.? 
This study was conducted to determine the 
effects of systemic administration of triamcin- 
olone in the treatment of conditions mani- 
fested by cutaneous lesions, and the value of 
this steroid and its esters in topical therapy. 


The Study 


Triamcinolone was administered systemic- 
ally to 119 patients with various extensive 
dermatoses in which systemic steroid therapy 
is usually beneficial. Triamcinolone acetonide 
and other ketal derivatives of this steroid, 
alone and in combinations with other drugs 
(dispensed in lotion or ointment vehicles), 
were used topically in the treatment of 1,045 
patients with dermatoses usually responsive to 
topical steroid therapy. 


*Read before the Section on Dermatology and Syphilology, 
Southern Medical Association, Fifty-Second Annual Meeting, 
New Orleans, La., November 3-6, 1958. 

_tFrom the Division of Dermatology, Department of Medi- 
= University of Maryland School of Medicine, Baltimore, 


Materials used in this study were furnished by Dr. Chris 
os of the Lederle Laboratories Division of the American 
Cyanamid Company and Dr. John Groel of the E. R. Squibb 
and Sons, Division of The Olin Mathieson Chemical Corpora- 
tion. 
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Patient selection. The patients included in 
this study were examined and treated in the 
University Hospital, in the Dermatology Out- 
Patient Clinic, and the authors’ private offi- 
ces. Diagnoses were confirmed by clinical con- 
sultation, biopsy, and other laboratory studies, 
Prior to the systemic administration of triam- 
cinolone, the blood pressure was recorded, 
and laboratory studies (including x-ray exam- 
ination of the chest, urinalysis, hemogram, 
blood sodium and potassium, and serum pro- 
tein A/G ratio) were performed on all pa- 
tients with chronic dermatoses. These stud- 
ies were repeated at periodic intervals during 
the course of treatment and after the steroid 
therapy was discontinued. 


Materials used. For systemic administra- 
tion, triamcinolone was supplied in 2 mg. and 
3 mg. scored compressed tablets. The 17 topi- 
cal preparations submitted for study included: 

1. Triamcinolone acetonide (0.1% and 0.2%) ina 
vanishing cream base. 

2. Triamcinolone acetonide (0.1%) in plastibase. 

3. Triamcinolone acetonide (0.1%) in a petroleum 
base. 

4. Triamcinolone acetonide (05%, 0.1%, and 
0.05%) in lotion base. 

5. Triamcinolone free alcohol (1.0% and 0.5%) in 
a petrolatum base. 

6. Triamcinolone free alcohol (1.0% and 0.5%) in 
vanishing cream base. 

7. Triamcinolone acetonide (0.1%) plus 100,000 
units of nystatin, 2.5 mg. neomycin sulfate, and 0.25 
mg. gramicidin per gram in an oily ointment base and 
in a vanishing cream base. 

8. Triamcinolone acetonide (0.1%) plus neomycin 
(2.5 mg/Gm) in lotion base, and oily ointment base. 

9. Triamcinolone acetonide (0.1%) plus neomycin 
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(25 mg/Gm) and gramicidin (0.25 mg/Gm) in oint- 
ment and lotion base. 


Systemic Administration and Results 


Triamcinolone was administered systemic- 
ally to 119 patients with extensive cutaneous 
lesions. In each instance the severity of the 
condition justified the use of systemic steroid 
therapy. 

Psoriasis (Table 1). Thirteen patients with 
extensive psoriatic lesions were treated with 
triamcinolone orally, 10 received a total daily 
dose of 16 mg., 2 received a total daily dose of 
20 mg., and one received a total daily dose of 
32 mg. The patient who received a total daily 
dose of 32 mg. was slightly improved after 10 
days of treatment but discontinued therapy 
himself and was lost from observation. The 
remaining 12 patients were treated from 3 to 
12 months continuously. 

In all instances the lesions recurred when 
the systemic steroid therapy was discontinued. 
Complete involution of lesions occurred in 3 
of the 13 patients, partial involution of lesions 
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occurred in 7, and very slight improvement 
was noted in the remaining 3. The 7 patients 
who had arthropathy were relieved of joint 
symptoms during the course of triamcinolone 
therapy but relapsed when the drug was dis- 
continued. Temporary complete involution of 
cutaneous lesions occurred in 2 of the 7 pa- 
tients with psoriatic arthropathy. One of the 
3 patients with pustular lesions was greatly 
benefited by systemic triamcinolone (he died 
of bronchogenic carcinoma during the course 
of therapy. 


Systemic lupus erythematosus (Table 2). 
Nine patients with systemic lupus erythema- 
tosus were treated with triamcinolone orally. 
Of these, 7 had previously received ACTH or 
other corticosteroids, and 2 were treated in- 
itially with triamcinolone as the drug of 
choice. 

The 2 women with lupus erythematosus, 
not previously treated with steroid therapy, 
were treated initially with 32 and 24 mg. of 
triamcinolone. After involution of lesions oc- 


TABLE 1 
SYSTEMIC TRIAMCINOLONE THERAPY IN PSORIASIS 


Extent of Lesions 


= 
28 
8 
Initial Duration of Daily 
Case Dose Cont Maintenance Effect of 
No.Race Age Sex 3 QW NS 2a (Mg.) Results Therapy Dose (Mg.) Discontinuance 
$2 Partial involu- 10 das. Pt. discontinued drug; 
tion of lesions lost from observation 
2 WwW 23 M + + + + 16 Partial involu- 4 mos. 4 Relapsed 
tion of lesions 
3 Ww 48 M + + + + + 16 Partial involu- 5 mos. Notestab- Relapsed; then patient 
tion of lesions lished was lost from obser- 
vation 
4w%s4 F + + + + 16 Partial involu- 3 mos. 8 Relapsed 
tion of lesions 
-F + +++ + + 16 Very slight 5 mos. 8 Relapsed 
improvement 
¢wWweoF+++ 16 Partial involu- 3 mos. 4 Relapsed 
tion of lesions 
16 Partial involu- 4 mos. 16 Relapsed. Drug dis- 
tion of lesions continued because 
of papilledema and 
occipital headaches 
8 W 54 Fo + + 4+ a 20 Excellent. In- 6 mos. 6 Retains good result on 
volution of maintenance dose 
lesions and re- 
lief of arthritis 
Swe Ft +H + + 20 Excellent. In- 3 mos. 6 Retains good result on 
volution of maintenance 
lesions 
0 W 6 M + + + + 16 Very slight 8 mos. 12 Relapsed 
improvement 
HN Ww 4M + 4+ 4 16 Very slight 3 mos. 6 Relapsed 
improvement 
M +++ 4+ 4 + 16 Excellent 5 mos. 4 Death from bron- 
ic cancer 
while on therapy 
8 W 3% M + + + 16 Partial involu- 5 mos. 4 


tion of lesions 
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curred the dosage was reduced by 4 mg. daily 
to maintenance doses of 4 and 8 mg. respec- 
tively. 

One patient, who had previously been 
treated and only partially controlled with a 
dose of 100 mg. of cortisone daily, was given 
an initial dose of 24 mg. of triamcinolone 
daily. After involution of lesions occurred the 
dose was reduced to a maintenance dose of 8 
mg. daily. 

Three patients, previously treated with 
prednisone or prednisolone, were treated with 
triamcinolone. Two of these patients had 
been controlled with prednisone or predniso- 
lone and were transferred to triamcinolone 
therapy in attempt to determine comparative 
dosage. One patient, only partially controlled 
by prednisolone therapy, was subsequently 
treated with an initial dose of 48 mg. of triam- 
cinolone. This dose was gradually reduced to 
a maintenance level of 4 mg. daily after in- 
volution of lesions occurred. 

The two patients previously treated with 
both cortisone and prednisone, at different 
times, and whose symptoms were controlled 
by these drugs, were subsequently treated with 
triamcinolone in an attempt to determine 
comparative dosage. In both patients treat- 
ment was initiated with 16 mg. of triamcino- 
lone and reduced to a maintenance dose of 
4 mg. 

One patient with extensive cutaneous and 
systemic lesions was treated on different occa- 
sions with cortisone (maintenance dose 150 
mg. daily), prednisolone (daily maintenance 
dose 50 mg.), and ACTH (100 units daily). 
This patient had 5 severe exacerbations of 
lesions, several of which occurred while on 
continued high doses of steroids. Prior to her 
last hospital admission she had been treated 
by her family doctor with 100 units of ACTH 
daily for approximately one year. At the time 
of hospital admission she had extensive cu- 
taneous lesions and was found to have devel- 
oped a recent myocardial infarct. Triamcino- 
lone therapy was initiated with a total daily 
dose of 80 mg. The dose of ACTH was grad- 
ually reduced and the drug was discontinued. 
After involution of lesions occurred, the dose 
of triamcinolone was reduced to a daily main- 
tenance level of 12 mg. She has remained in a 
state of remission on this dose. 


These 9 patients have been treated with 
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daily maintenance doses of 4 to 12 mg. of 
triamcinolone for periods of 6 to 11 months 
and are still under treatment. One patient 
maintained on 4 mg. daily suffered a slight 
relapse which was controlled by increasing the 
dose of the steroid. In all other instances re- 
mission of symptoms has been retained by the 
maintenance dose. 

Pemphigus vulgaris (Table 2). Eight pa- 
tients with severe pemphigus vulgaris were 
treated with triamcinolone by oral adminis- 
tration. Of these, 5 had previously been treat- 
ed with hexadecadrol, ACTH, or predniso- 
lone. Three were treated with triamcinolone 
initially. 

In the 3 patients not previously treated 
with steroids, treatment with triamcinolone 
was initiated in 2 with 48 mg. daily and in 
one with 32 mg. daily. After involution of 
lesions occurred the dose was reduced to a 
daily maintenance level of 8 mg. in 2 patients 
and 12 mg. in one. 

One obese negress with extensive lesions 
was treated with a total daily dose of 8 mg. of 
hexadecadrol for 6 weeks. Very slight objec- 
tive and subjective improvement was obtained 
with this drug. Triamcinolone therapy was 
instituted with a total daily dose of 48 mg. 
Marked improvement was noted in one week, 
and in 2 weeks all active lesions subsided. 
The dose was gradually reduced to 24 mg. 
daily, but when this level was reached new 
vesicles developed. She is still under treatment 
at this dosage level. 


Four patients, previously treated with 
ACTH, or prednisolone and. who retained re- 
mission of lesions on maintenance doses of 
these drugs, were subsequently treated with 
triamcinolone in an attempt to determine 
comparative dosage. They retained remission 
on maintenance doses of triamcinolone. 

Four of the 8 patients with pemphigus vul- 
garis have been treated with triamcinolone 
systemically for periods of 10 to 12 months. 
Three patients have received this steroid for 
3 to 6 months, and the remaining patient has 
been under treatment for one month. One 
patient still develops an occasional new ves- 
icle on a daily maintenance dose of 12 mg. 
One woman still develops new lesions at a 
daily dose of 24 mg. The remaining 6 patients 
have retained remission of lesions at daily 
dosage levels ranging from 4 to 8 mg. 


. 
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Atopic dermatitis (Table 2). Twenty-eight 
patients, with extensive atopic dermatitis and 
who had not previously received systemic 
steroid therapy, were treated systemically with 
triamcinolone. In 2 patients treatment was in- 
itiated with a total daily dose of 32 mg., in 2 
patients a daily dose of 24 mg. was used, and 
in 24 patients the initial dose was 16 mg. 
When involution of lesions occurred the dose 
was gradually reduced to a maintenance level. 
The daily dose necessary to maintain involu- 
tion of the lesions was 4 mg. in 23 patients, 
8 mg. in 4 patients, and 12 mg. in one. 


These 28 patients were treated with daily 
maintenance doses of triamcinolone for 
periods ranging from 2 to 10 months. In all 
instances the lesions recurred when the steroid 
was discontinued. Four patients retained a 
good result, when the systemic administration 
of triamcinolone was discontinued, by the use 
of sedatives and the topical use of steroid 
ointments or lotions. 


Sarcoidosis. Two patients with sarcoidosis 
were treated with systemic triamcinolone ther- 
apy. One of these patients had severe dacty- 
litis, cutaneous lesions, pulmonary lesions, 
and severe chronic uveitis. The other patient 
had extensive cutaneous lesions, dactylitis, 
and pulmonary lesions. Treatment was initi- 
ated in both patients with a total daily dose 
of 16 mg. In both the cutaneous lesions dis- 
appeared, the pulmonary lesions subsided, 
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and the dactylitis involuted. The uveitis ob. 
served in one patient did not improve. The 
cutaneous lesions, the dactylitis, and the pul- 
monary lesions gradually recurred after triam- 
cinolone therapy was discontinued. 


Dermatitis herpetiformis. Three patients 
with extensive lesions of dermatitis herpeti- 
formis were treated systemically with triam- 
cinolone. In all instances treatment was initi- 
ated with a total daily dose of 16 mg. Prompt 
involution of lesions occurred in 2 patients. 
In the third patient it was necessary to sup- 
plement the steroid with 2 Gm. of sulfapyri- 
dine daily in divided doses. It is interesting 
to note that neither triamcinolone nor sulfa- 
pyridine alone produced a remission of lesions 
but a combination of the two was necessary. 


Urticaria (Table 3). Nine patients with 
extensive acute urticaria or angioneurotic 
edema due to specific drug sensitivity were 
treated systemically with triamcinolone with 
initial doses ranging from 16 to 48 mg. After 
involution of lesions had occurred, the dose 
was reduced 4 mg. daily to a maintenance 
level of from 4 to 12 mg. The maintenance 
dose was discontinued in from 1 to 3 weeks. 
One patient continued to develop an occa- 
sional wheal for 2 weeks after the steroid was 
discontinued. The remaining patients re- 
tained complete remission when the triam- 
cinolone was discontinued. 


Erythema multiforme (Table 3). Eighteen 


TABLE 3 
ACUTE CONDITIONS TREATED WITH SHORT-TERM SYSTEMIC THERAPY WITH TRIAMCINOLONE 


Total 
Number Initial Dose I 
Condition Cases Severity (Mg.) 
Urticaria 
(short duration 9 Extensive (3) 48 
due to drug lesions in 
sensitivity) all. (1) 24 
(5) 16 
Erythema 18 Extensive (1) 64 
multiforme mu (4) 32 
(due to drug as well as (1) 48 
reaction) cutaneous (3) 24 
lesions in 5. (9) 16 
Dermatitis 19 Extensive (1) 48 
venenata lesions on (6) 32 
(due to plants, head, trunk (5) 24 
chemicals or and ex- (3) 24 
other sensitizing tremities in 13. 
agents) Lesions of 
moderate 
severity in 6. 
(4) 16 
Absorption 10 Extensive (1) 64 
dermatitis eruption (2) 32 
in all. (1) 32 
(3) 24 


Time to Produce 


Maintenance Durationof Result of 
Lesions Dose (Mg.) Therapy Therapy 
One patient continued 
24-36 hrs. 8-12 3-4 wks. to develop occasional 
wheals for 2 weeks. 
36 hrs. 4 4-wks. No relapse 
36 hrs. 4 10 das.- No relapse 
2 wks. 
12 das 16 3 wks. Involution 
das. 4-8 3—4 wks. Involution 
8 das. 4 15 das. Involution 
6-7 das. 4 14 das. Involution 
5-7 das. 4 1-8 wks. Involution 
7 4 1 mo. Excellent 
5-10 das 4-8 30-60 das. Excellent 
7 das. 4-8 3-4 wks. Excellent 
5-7 das. 3 das. Patient given 24 mg. 
daily for 3 days; 
excellent result re- 
tained with only 
therapy. 
5-7 das. 7-30 das. Excellent 
0 das. 6 4 wks. Excellent 
7-14 das. 8 2-4 wks. Excellent E 
1 da. Developed urticaria 
7-14 das 4-8 30-60 das. Excellent 
4 Excellent 
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patients with extensive erythema multiforme 
lesions, including 5 with bullous lesions and 
extensive involvement of the mucous mem- 
brane, were treated with triamcinolone. In 
each instance the eruption was due to a sensi- 
tivity reaction to penicillin, antipyrine, or 
phenolphthalein. Treatment was initiated in 
9 patients with a total daily dose of 16 mg., in 
4 patients with 32 mg., in 3 patients with 24 
mg., in one patient with 48 mg., and in one 
patient with 64 mg. Involution of lesions oc- 
curred in from 6 to 12 days and the total 
treatment time ranged from 1 to 8 weeks. The 
severity of the condition determined the size 
of the initial dose. The dose was reduced, 
after involution of lesions had occurred, to a 
maintenance level of 4 to 16 mg., and admiin- 
istration of the drug was gradually eliminat- 
ed. An excellent result was obtained in all 
cases. 

Dermatitis venenata (Table 3). Nineteen 
patients with extensive acute dermatitis ven- 
enata due to plants, plastics, chemicals, or 
other sensitizing substances were treated with 
systemic triamcinolone using an initial daily 
dosage ranging from 16 to 48 mg. In all in- 
stances involution of lesions occurred in from 
5 to 10 days, and the total treatment time 
ranged from 3 to 60 days. When involution 
of lesions occurred the dose was gradually re- 
duced to a maintenance level. Lesions re- 
lapsed in 10 patients when the dose was low- 
ered too rapidly; this was responsible for the 
prolonged treatment time in these persons. 
Three patients with poison ivy dermatitis 
were treated, as an experiment, with a total 
daily dose of 24 mg. for 3 days and then the 
systemic therapy was discontinued. These 3 
patients retained remission of lesions with the 
use of topical steroid preparations. 


Absorption dermatitis (Table 3). This 
type of extensive allergic reaction is usually 
due to overzealous treatment of a previously 
existing chronic eczematous eruption with 
sensitizing substances. It is usually refractory 
to topical therapy and therefore systemic 
steroid therapy is indicated. Ten patients 
with absorption dermatitis were treated with 
triamcinolone, using an initial total daily 
dosage of 16 to 64 mg. Involution of lesions 
occurred in from 7 to 14 days, and treatment 
was continued for 14 to 30 days. After involu- 
tion of the lesions occurred, the dose was 
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gradually reduced to a maintenance level of 
4 to 8 mg., and then the drug was discontin- 
ued in 2 to 4 weeks. An excellent result was 
obtained in all instances. One patient, who 
was given an initial dose of 32 mg., developed 
urticaria in 12 hours. The drug was discon- 
tinued until the lesions subsided, and then 
was again given with recurrence of the urti- 


caria. 


Adverse Reactions to Triamcinolone 


The adverse reactions encountered during 
the study on the systemic use of triamcinolone 
included sustained elevation of blood pres- 
sure, urticaria, moon facies, weight loss, “buf- 
falo hump,” folliculitis, furunculosis, glyco- 
suria, muscle weakness, and ecchymoses 
(Table 4). Abnormalities in blood electro- 
lytes, hyperglycemia, hematuria, and gastric 
irritation were not observed during the course 
of this study. 


Sustained elevation of blood pressure de- 
veloped in 4 patients who were on long-term 
systemic therapy with triamcinolone for 
chronic conditions, and in one patient treated 
for erythema multiforme. In the latter, the 
rise in blood pressure developed after 8 days 
of treatment with a daily dose of 24 mg. In 
the other patients the daily dosage varied 
from 16 to 24 mg., and the elevation of blood 
pressure occurred between 30 and 60 days of 
treatment. In all instances the pressure was 
appreciably reduced when the dose was low- 
ered or the drug was discontinued. 


Urticaria developed in one patient with 
absorption dermatitis within 24 hours after 
receiving a total daily dose of 32 mg. of triam- 
cinolone. The symptoms subsided when the 
drug was discontinued, but recurred when it 
was used again. 


“Moon facies” developed in 9 patients with 
various dermatoses treated with systemic 
triamcinolone from 30 to 90 days, with dosage 
levels ranging from 16 to 48 mg. One patient, 
who has systemic lupus erythematosus and is 
on a maintenance dose, retains this cush- 
ingoid lesion. The facial swelling subsided in 
the other 8 patients when the drug was dis- 
continued. 

Weight loss ranging from 10 to 20 pounds 
occurred in 3 patients treated with triamcino- 
lone for from 30 to 60 days. One of these, who 
lost 20 pounds, was not distressed because he 
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had gained this amount while on treatment 
with prednisolone. The other 2 were obese 
and therefore not disturbed by the weight 
loss. 


“Buffalo hump” developed in 5 patients 
with chronic dermatoses, treated from 30 to 
90 days with systemic triamcinolone. In all 
instances the abnormal fatty deposits in the 
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supraclavicular fossas subsided when the drug _ 


was discontinued. 


Folliculitis occurred in from 14 to 30 days 
in 3 patients who received 16 to 32 mg. of 
triamcinolone daily. The lesions promptly 
subsided when the drug was discontinued or 
the dose was lowered. 

Furuncles necessitating antibiotic therapy 
and surgical care developed in a young 
woman with extensive atopic dermatitis who 
had received triamcinolone for 60 days. No 


MARCH 1959 


new furuncles developed after the drug was 
discontinued. 


Glycosuria, not accompanied by elevation 
of blood sugar, developed in 30 to 60 days in 
3 patients who had received systemic triam- 
cinolone (total daily dose 16 mg.). This symp- 
tom subsided when the drug was dis- 
continued. 

Muscle weakness developed in a 60 year old 
white woman with pemphigus vulgaris treated 
with 16 mg. of triamcinolone daily for 60 
days. This was a generalized symptom and 
difficult to evaluate in this very ill patient. It 
was not the so-called “quadriceps type of 
weakness.” This symptom subsided as her 
general condition improved and the dose of 
triamcinolone was lowered. 


Ecchymoses developed in 2 patients with 
pemphigus vulgaris and in one patient with 
systemic lupus erythematosus who had re- 


TABLE 4 
ADVERSE REACTIONS TO SYSTEMIC TRIAMCINOLONE THERAPY 


Condition for Time on 
Which Total Treatment Result When the 
Triamcinolone Daily Before Reac- Drug Was Dis- 
Total Was Dose tion Developed Severity of continued or the 
Reaction Number Age Race Sex Prescribed Mg. (Days) Reaction Dose Reduced 
Sustained 5 69 WF _ Lymphoma 16 30 Initial B.P. 132/70 B.P. reduced to 
elevation of Sustained elevation 164/90 
pressure to 180/100 
49 WF _ Pemphigus 16 30 Initial B.P. 132/80 B.P. reduced to 
Sustained elevation 150/98 
_ 190/110 
62 W M_ Psoriasis 16 30 Initial B.P. 140/80 B.P. reduced to 
Sustained elevation 140/80 
Dermatitis to 160 /1 10 
44 C M_ herpetiformis 24 60 Initial B.P. 130/80 B.P. reduced to 
Sustained rise 150/90 
Erythema to 180/100 
56 C M_ multiforme 24 8 Initial B.P. 160/80 B.P. reduced to 
Sustained rise 160/80 
to 200/110 
Absorption 
Urticaria 1 32 WF _. dermatitis $2 24 Extensive Lesions disappeared 
when drug was dis- 
continued and re- 
curred each time 
the drug was 
readministered. 
Moon facies 9 69 WF _ Lymphoma 16 90 Moderate. Also Subsided 
developed 
hypertension 
43 W_ F Systemic L. E. 48 60 Moderate Still present; 
patient is on 
high mainte- 
Atopic nance dose. 
28 F _ dermatitis 16 60 Moderate Subsided 
Eczematous 
42 W_ F_ dermatitis 16 40 Moderate Subsided 
Atopic 
22 F dermatitis 16 30 Moderate Subsided 
60 W_ F_ Pemphigus 16 60 Extensive. Also Subsided 
developed 
Atopic ecchymoses 
41 W_ F_ dermatitis 16 30 Extensive Subsided 
62 W M_ Psoriasis 16 60 Moderate. Also Subsided 
developed 
Exfoliative hypertension 
41 W M_~= dermatitis 18 30 Moderate Subsided 
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TABLE 4 (Continued) 
ADVERSE REACTIONS TO SYSTEMIC TRIAMCINOLONE THERAPY 
Condition for Time on 
Which Total Treatment Result When the 
Triamcinolone Daily Before Reac- Drug Was Dis- 
Total Was Dose tion Developed Severity of continued or the 
Reaction Number Age Race Sex Prescribed Mg. (Days) Reaction Dose Reduced 
3 56 W_  F _ Pemphigus 16 60 Obese woman 
Weight loss who lost 
20 Ibs. gained 
while taking 
Dermatitis prednisolone 
40 C M herpetiformis 16 60 Lost 20 Ibs. Did not regain 
gained while on weight. 
Exfoliative prednisolone 
45 W M_=— dermatitis 16 30 He lost 10 Ibs. Did not regain 
weight. 
Buffalo 5 46 W M_ Systemic L.E. 48 60 Moderate Subsided 
humps 44 W M_» Psoriasis 16 30 Moderate Subsided 
Atopic 
25 W M_=— dermatitis 16 30 Moderate Subsided 
60 WF _ Pemphigus 16 90 Moderate Subsided 
Extensive 
neuro- 
51 W  M__ dermatitis 24 30 Extensive Subsided 
Folliculitis 3 30 W_ F | Systemic L.E. $2 30 Moderate Subsided 
24 WF Urticaria 24 14 Extensive on Subsided 
shoulders 
Atopic 
55 W_ F_ dermatitis 16 25 Extensive Subsided 
on legs 
Atopic 
Furuncles 1 22 W_ F_— dermatitis 16 60 Extensive large No new lesions 
lesions necessitat- 
ing su 
antibiotic therapy 
Glycosuria 3 48 W M_ Psoriasis 16 30 Slight Cleared 
62 W M_ Psoriasis 16 60 Slight Cleared 
Atopic 
28 W M_~= dermatitis 16 30 Slight Cleared 
Muscle 1 60 W_ F_ Pemphigus 16 60 Moderate Subsided 
weakness 


ceived triamcinolone orally for 30 to 60 days. 
Repeated hemograms were normal in all 3 
cases. The ecchymotic lesions gradually disap- 
peared when the dose of the drug was 
lowered. 


Topical Application 


Previous studies’? indicated that the topical 
application of 0.1% triamcinolone acetonide 
in ointment, cream, and lotion bases was as 
effective as 1.0% hydrocortisone (in similar 
vehicles) in the treatment of dermatoses nor- 
mally responsive to local steroid therapy. This 
portion of the study includes observations on 
1,045 patients with various dermatoses treated 
with topical applications of triamcinolone 
acetonide, triamcinolone free alcohol, and 
combinations of these steroids with neomycin, 
neomycin and gramicidin, and neomycin, 
gramicidin and nystatin in ointment and 
lotion bases. 


Double blind studies. All ointments and 
lotions used in this portion of the investiga- 


tion were code-labeled. The codes were con- 
tained in sealed envelopes which were not 
opened until the studies were completed. 

Study 1. Seventy patients, with atopic der- 
matitis, localized neurodermatitis, contact der- 
matitis, or seborrheic dermatitis were treated 
with code-labeled lotion preparations contain- 
ing 0.1% fludrocortisone, 1% hydrocortisone, 
or 0.1% triamcinolone acetonide. Individuals 
selected for paired comparative studies were 
instructed to apply the different preparations 
to selected areas twice daily. The results were 
tabulated on the basis of objective findings. 
At the conclusion of this portion of the study, 
it was obvious that there was no appreciable 
difference in therapeutic effect of these three 
preparations. 

Study 2. Forty patients with inflammatory 
dermatoses, similar to those in Study 1, were 
treated with code-labeled water miscible oint- 
ments containing 1% hydrocortisone, or 0.1% 
triamcinolone acetonide. The results of this 
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portion of the investigation indicated that 
0.1% triamcinolone acetonide in a water mis- 
cible base is as effective as 1%, hydrocortisone 
in an identical base. (As in previous studies 
the preparations were not identified until the 
study was completed.) 

Study 3. A double blind study using an 
oily base ointment containing 1% hydrocorti- 
sone or 0.1% triamcinolone acetonide was 
conducted on 20 patients with inflammatory 
dermatoses similar to those mentioned in the 
two previous studies. The preparations were 
equally effective. 

Study 4. Preparations containing a steroid 
in a vanishing cream base and labeled com- 
pound A, compound B, and compound C 
were used to treat 146 patients with various 
inflammatory dermatoses including contact 
dermatitis, atopic dermatitis, localized neuro- 
dermatitis, seborrheic dermatitis, and stasis 
dermatitis. These compounds were observed 
to be equally effective by objective standards. 
The patients were not warned about substitu- 
tions and, when one cream was substituted 
for the other, were unable to detect any dif- 
ference. When decoded the preparations were 
found to be 1% hydrocortisone, 0.2% triam- 
cinolone acetonide, and 0.1% triamcinolone 
acetonide. 

Study 5. Eighteen preparations (code- 
labeled), consisting of one placebo cream, one 
placebo oily base ointment, and three differ- 
ent steroids in various concentrations in both 
oily base ointment and vanishing cream were 
used to treat 110 patients. Both substitution 
technic and paired comparison methods were 
used. By use of the former method it was pos- 
sible to identify the two placebo preparations 
by objective findings. Preparations containing 
0.25% hydrocortisone proved to be relatively 
ineffective. Triamcinolone without the delta-1 
bond (identified as FF-16) is equally effective 
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on topical application in concentrations of 
1%, 0.5%, and 0.25 per cent. Triamcinolore 
free alcohol is equally effective in oily oint. 
ment or vanishing cream base in concentra- 
tions of 1% and 0.5 per cent. Both triamcino. 
lone free alcohol (0.5% and 1%) and FF-1§ 
(0.25%, 0.5%, and 1%) are as effective as 1% 
hydrocortisone on topical application and are 
superior to 0.25% hydrocortisone. 

Triamcinolone acetonide. The double blind 
studies proved 0.1% triamcinolone acetonide, 
in oily ointment base or vanishing cream base, 
to be as effective on topical application as 1%, 
hydrocortisone. A larger series of patients 
were treated topically with the new steroid in 
ointment, cream, or lotion base. The results 
are tabulated in table 5. 

Triamcinolone acetonide (0.1%) plus neo- 
mycin (2.5 mg./Gm.) in lotion base or oily 
ointment base was used in the treatment of 30 
patients with various dermatoses complicated 
by secondary pyogenic infection. The prepara- 
tions were effective both in eradicating the 
secondary infection and in treating the under- 
lying eczematous eruption. The antibiotic did 
not inhibit the effect of the steroid and con- 
versely the steroid did not alter the effect of 
the antibiotic. 

Triamcinolone acetonide (0.1%) plus neo- 
mycin (2.5 mg./Gm.) and gramicidin (0.25 
mg./Gm.) in lotion and ointment bases was 
used in the treatment of 33 patients with vari- 
ous dermatoses complicated by secondary 
pyogenic infection. These preparations were 
effective in eradicating the pyoderma and 
also in treating the underlying eczematous 
process. The steroid did not inhibit the action 
of the antibiotics, and conversely the anti- 
biotics did not alter the action of the steroid. 

Triamcinolone acetonide (0.1%) plus nys- 
tatin (100,000 units/Gm.), neomycin (2.5 mg./ 
Gm.), and gramicidin (0.25 mg./Gm.) in oily 


TABLE 5 
TRIAMCINOLONE ACETONIDE (0.1%) TOPICAL TREATMENT OF DERMATOSES 


Number of 
Condition Patients 
Atopic dermatitis 125 
Seborrheic dermatitis 94 
Contact dermatitis 122 
Localized neurodermatitis 53 
Pruritus ani 26 
Pruritus vulvae 10 
Psoriasis 15 


Lost from 
Improved Unimproved Observation 

109 6 10 

79 3 12 

107 ll 
46 1 6 

22 2 2 

8 1 1 

2 11 2 
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ointment base and vanishing cream base was 
used in the treatment of 151 patients with pri- 
mary cutaneous moniliasis or monilial infec- 
tion complicating eczematous eruptions. Six- 
teen of these patients were lost from observa- 
tion, 15 were partially improved, and 120 pa- 
tients obtained excellent results. The cream 
and the ointment were equally effective in 
producing satisfactory objective and subjec- 
tive improvement. These preparations were 
superior to any previously studied in vitro or 
in vivo’ and were the only compounds sub- 
mitted for clinical trial which proved to be 
effective in the treatment of cutaneous moni- 
liasis. 
Comment 

The observations made in this study on the 
systemic administration of triamcinolone com- 
pared with those previously reported on pred- 
nisone and prednisolone,®.® indicate that tri- 
amcinolone is a potent anti-inflammatory 
drug, productive of satisfactory therapeutic 
results in half the dose required for predni- 
sone or prednisolone. No evidence of electro- 
lyte imbalance, gastric distress, hyperglycemia, 
or blood dyscrasia was recorded. However, the 
adverse reactions which occurred included sus- 
tained elevation of blood pressure, urticaria, 
moon facies, weight loss, “buffalo hump,” 
folliculitis, furunculosis, mild glycosuria, mus- 
cle weakness, and ecchymoses. These reactions 
subsided when the drug was discontinued or 
the dose reduced. The adverse reactions which 
developed during the course of systemic triam- 
cinolone therapy were no more severe than 
those observed in previous studies with other 
steroids. It is difficult to evaluate the subjec- 
tive complaint of muscle weakness, in view of 
the fact that it may be part of the general 
clinical picture of the condition under treat- 
ment. The reason for the development of 
ecchymoses is not clearly understood, but in 
all instances the lesions involuted when the 
drug was discontinued. This reaction is not 
limited to triamcinolone therapy, since similar 
lesions developed in 2 hospitalized patients 
treated with other steroids for prolonged 
periods. 

It is our clinical impression that the sys- 
temic administration of triamcinolone is more 
effective in producing involution of the 
lesions of psoriasis than any other steroid pre- 


viously used. However, evaluation of any drug 
or therapeutic procedure in psoriatic patients 
is difficult and the results are invariably sub- 
ject to question. Two patients with extensive 
psoriatic lesions, who were not candidates for 
steroid therapy because of hypertension and 
diabetes, were admitted to the University Hos- 
pital and successfully treated with mepro- 
bamate, and topical applications of 1% 
phenol crystals in olive oil. Three of 13 pa- 
tients with extensive psoriatic lesions were 
treated with triamcinolone and obtained ex- 
cellent results while receiving the drug; how- 
ever, relapses occurred in all instances when 
medication was discontinued. Seven patients 
obtained temporary partial improvement and 
§ patients were slightly benefited. Dramatic 
relief was obtained in patients with psoriatic 
arthropathy. It is obvious that triamcinolone 
is not a curative measure in psoriasis and 
should only be used in the treatment of exten- 
sive exfoliative cases or in the treatment of 
psoriatic arthropathy. 

Triamcinolone proved to be an effective 
steroid in the treatment of pemphigus vul- 
garis and systemic lupus erythematosus. It has 
been possible to retain these patients in a 
state of remission with maintenance doses of 
triamcinolone, one-fifth to one-half of that 
required for prednisone or prednisolone. 

The systemic administration of triamcino- 
lone in atopic dermatitis should be reserved 
for those patients who have extensive lesions 
which have not responded to adequate trials 
with other usually effective measures. Triam- 
cinolone is not a curative measure in atopic 
dermatitis. The steroid should be given in 
adequate dosage for a brief period and then 
gradually lowered and discontinued. While 
the patient is on a maintenance dose of 
steroid, topical applications of steroid oint- 
ments or lotions should be used, and the sys- 
temic administration of antihistamines or 
tranquilizers initiated. As soon as the patient 
is stabilized, systemic steroid therapy should 
be discontinued. 


Triamcinolone, administered systemically, 
is of value as short-term therapy in the treat- 
ment of urticaria and erythema multiforme 
due to drug or food sensitivity when the 
cause can be discovered and eliminated. The 
results obtained in these cases were dramatic. 
In chronic urticaria, probably psychogenic in 
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origin, steroid therapy is of little value or no 
value. 

In dermatitis venenata and absorption der- 
matitis, dramatic relief and objective improve- 
ment was noted a few days after institution of 
systemic triamcinolone therapy. In dermatitis 
venenata it was possible to discontinue the 
drug after several days and retain involution 
of lesions by topical steroid therapy. 

On topical application, in ointment, cream, 
or lotion base, triamcinolone acetonide in a 
concentration of 0.1% proved to be as effec- 
tive as 1% hydrocortisone in the treatment of 
dermatoses normally responsive to topical 
steroid therapy. The addition of neomycin, or 
neomycin and gramicidin to the triamcino- 
lone acetonide ointment, lotion, or cream had 
the effect of eradicating pyogenic infection in 
addition to the anti-inflammatory action on 
the underlying dermatoses. 

The ointment and cream containing the 
combination of triamcinolone acetonide, nys- 
tatin, neomycin, and gramicidin, proved to be 
especially effective in the treatment of cutane- 
ous monilial infections. Dramatic relief was 
obtained in a short time by the local applica- 
tion of this combination to the affected areas. 


Summary and Conclusion 


1. Triamcinolone was administered system- 
ically to 119 patients with various extensive 
dermatoses including psoriasis, systemic lupus 
erythematosus, pemphigus vulgaris, atopic 
dermatitis, sarcoidosis, dermatitis herpeti- 
formis, urticaria, erythema multiforme, der- 
matitis venenata, and absorption dermatitis. 

2. The adverse reactions due to systemic 
triamcinolone therapy included sustained ele- 
vation of blood pressure, urticaria, “moon 
facies,” weight loss, “buffalo hump,” follicu- 
litis, furuncules, glycosuria, muscle weakness 
and ecchymoses. 

3. Abnormalities in blood electrolytes, hy- 
perglycemia, hematuria, and gastric irritation 
were not observed during the course of this 
study. 

4. The systemic administration of triam- 
cinolone is more effective in producing invo- 
lution of psoriatic lesions than any other 
steroid previously used. However, it is not a 
curative measure and the use of the drug 
should be limited to the treatment of those 
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patients with extensive exfoliative lesions or 
psoriatic arthropathy. The lesions invariably 
relapse when the steroid is discontinued. 


5. Triamcinolone is effective in the treat. 
ment of pemphigus vulgaris and systemic 
lupus erythematosus. Patients may be retained 
in a state of remission with maintenance doses 
of triamcinolone one-fifth to one-half of that 
required for prednisone or prednisolone. 


6. Triamcinolone is not a curative measure 
in atopic dermatitis, in view of the fact that 
the lesions invariably relapse when the steroid 
is discontinued. Its use should be reserved for 
the patients who have extensive lesions which 
are not responsive to other treatment 
measures. 


7. Triamcinolone systemically administered, 
is of value as short-term therapy in the treat- 
ment of urticaria, erythema multiforme, der- 
matitis venenata and absorption dermatitis. 


8. On topical application in ointment, 
cream or lotion base, triamcinolone acetonide 
in a concentration of 0.1% proved to be as 
effective as 1% hydrocortisone in the treat- 
ment of dermatoses normally responsive to 
topical steroid therapy. 


9. The addition of neomycin, or neomycin 
and gramicidin to the triamcinolone aceto- 
nide lotion or ointment had the effect of 
eradicating pyogenic infection in addition to 
the beneficial effect on the underlying derma- 
toses. A combination of triamcinolone aceto- 
nide, nystatin, neomycin, and gramicidin 
proved to be effective in the treatment of 
cutaneous monilial infections. 
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Discussion (Abstract) 


Dr. Irving D. London, Montgomery, Ala. We are 
indebted to Dr. Robinson and co-workers for the tre- 
mendous amount of work they have done in testing 
the various steroids as they have become available, 
and pointing out their dermatologic uses, as well as 

rs. Having just completed a clinical study on 
another nonrelated drug, I can understand the magni- 
tude of work entailed in having over a thousand pa- 
tients use these preparations according to directions, 
having them return for follow-up and then compiling 
the resultant statistics. 

My own experience with oral triamcinolone has 
been much briefer and in far fewer patients than re- 
ported in this presentation, but it parallels what we 
have just heard as related to the various diseases dis- 
cussed. 

However, I wish to report an unusual case of bul- 
lous erythema multiforme which did not respond to 
very large doses of triamcinolone. This was in a 74 
year old colored man with a history of pemphigoid 
eruption over the body and on the mucous membranes 
of several months duration. This eruption began 
shortly after the patient had taken “666,” a proprie- 
tary containing antipyrine among other ingredients. 
This old man had not responded to 24 mg. of triam- 
cinolone taken for 5 days. He was hospitalized and 
given 96 mg. over a period of 14 days. During this 
time the patient became very weak, disoriented, and 
mentally clouded. The drug was discontinued after 
gradually reducing the dose over a period of 2 weeks. 
At no time during the time triamcinolone was given 
was there any improvement of the eruption, as new 
lesions kept coming even as old ones dried. The toxic 
symptoms cleared when the triamcinolone was reduced 
in dose and then later discontinued. The patient has 
subsequently died of unknown causes. He continued to 
have his bullous lesions when seen several months 
prior to his death. The diagnosis of erythema multi- 
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forme bullosa was confirmed by biopsy by Dr. Her- 
mann Pinkus. 

Until I read this paper a month ago, I had no ex- 
perience with the topical application of triamcinolone. 
Since then, 0.1% triamcinolone in lotion or cream 
bases have uniformly helped the few patients for 
whom I have prescribed it. My only constructive criti- 
cism of the studies with the topical application of this 
steroid is that the placebo cream or ointment was used 
only in Study 5, in which 110 patients were treated. 
The breakdown of statistics showing the comparative 
efficacy of placebo and steroids in this group of pa- 
tients was not given. We all have used topical steroids 
and know them to be effective in various itching and 
inflammatory dermatoses, but it must be recommended 
that further studies with steroids in various bases be 
compared with the base used alone, either on the 
paired sides, or at random. . 

The same criticism has recently been voiced in an 
article by Schamberg et al., in the October Archives of 
Dermatology.* Only in this way will we be able to 
determine the comparative efficiency of the prepara- 
tions. 

Since writing the above, I have learned that double 
blind studies using triamcinolone and placebo base 
topically have been carried out showing this steroid to 
be superior to the base itself. This work has been car- 
ried out independently by Drs. John Knox and Harvey 
Blank. I should like to hear Dr. Blank’s comments. 

In addition, Dr. Knox informed me that he had 
seen mental changes in one patient on small doses of 
triamcinolone. I might add that I have seen mental 
changes in a 17 year old girl after taking the new 
steroid Decadron for three days, during which time 
she had only received a total of 10 tablets of 0.5 mg. 
each, or a total dose of 5 mg. of this potent steroid. 


*Schamberg, I. L., Askovitz, S. I., and Greenberg, M.: A 
Critical Evaluation of the Effect of Steroid Lotions on In- 
flammatory Dermatoses, A.M.A. Arch. Dermat. 78:490, 1958. 
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SYSTEMIC CORTICOSTEROID THERAPY has been a 
great adjunct to the treatment of many derma- 
toses. None, however, have been effective in 
the treatment of psoriasis. Triamcinolonet? 
(9-alpha-fluoro-16 alpha-hydroxyl-delta-1 hy- 
drocortisone diacetate) has shown great prom- 
ise in the treatment of this disease and oth- 
ers.35 This report deals with our experience 
in the treatment of psoriasis and certain other 
dermatoses with triamcinolone. Experience 
with this preparation will be described briefly. 
Psoriasis. The results of treatment with 
triamcinolone for psoriasis are listed in table 
1. These results refer only to the effect of 
triamcinolone on the cutaneous lesions of 
psoriasis. It will be noted that 23 individuals 
had excellent or good results, and in only 2 
were the results considered poor. In both of 
the latter there was an initial good response to 
therapy but relapse occurred while these pa- 
tients were still on treatment. The incidence 
of side effects was high. Eleven of the 25 pa- 
tients had some side effects. In only 2, how- 
ever, was therapy discontinued,—the 2 in 
whom there was failure. One of the latter 
showed cushingoid facies even though he was 
on therapy for only one month. 
Discontinuation of therapy proved difficult 
in 7 of the 25 patients. Any attempt to ap- 
preciably reduce the dosage led to rapid re- 
lapse of the lesions. 

Hirsuties was a disturbing side effect in 
women. Cushingoid facies usually accompa- 
nied hirsuties but there was no weight in- 
crease and in no instance were sodium or po- 


+From the Division of Dermatology, Department of Medi- 
School of Medicine and Medical Center, 
jurham, N. 
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Triamcinolone Therapy in Dermato- 
logic Diseases: A Preliminary Report 


SIDNEY OLANSKY, M.D., J. LAMAR CALLAWAY, M.D., 
PAUL H. COOK, M.D., and GLENN E. McCORMICK, JR., M.D.,t 


The halogenation of hydrocortisone is supposed to enhance the anti-inflammatory 
effect of the steroid. However, as the authors have shown, the untoward effects 

of steroid therapy continue though this new form of hydrocortisone offers 

aid in the treatment of certain of the dermatologic diseases. 


tassium abnormalities detected. One patient 
regained her sense of smell which had been 
absent for 15 years. 

It was possible to safely administer ti- 
amcinolone with good response of the psoriasis 
to a patient with severe cirrhosis and in an- 
other patient who had both a peptic ulcer and 
a history of coronary disease. 

Acne vulgaris. On the theoretical grounds 
that inflammatory acne might be “allergic,” 
25 patients with acne were given 4 mg. of 


_ triamcinolone daily in addition to standard 


local therapy. In every instance there was 
considerable improvement for one to two 
months, but after this period all developed 
new inflammatory lesions. 

Acute eruptions. Table 2 lists 53 acute 
eruptions treated. The results of treatment 
were satisfactory with no side effects except 
for one patient who relapsed whenever the 
dosage was appreciably lowered. 

Chronic or systemic disease. Table 3 out- 
lines the results and experience in the treat- 
ment of 75 individuals having chronic derma- 
toses or systemic disease with cutaneous mani- 
festations. The results in general duplicate 
the results obtained with other corticosteroids 
in these conditions. The following cases de- 
serve special mention. Five of 27 patients 
treated for atopic eczema had side effects. One 
of these, a medical student, developed extreme 
hyperpigmentation following exposure to sun 
light. He also had muscle cramps. The other 
side effects were similar to those already men- 
tioned in the discussion of the patients with 
psoriasis. 

Six patients having lichen planus responded 
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TABLE 1 
PSORIASIS 
Average Daily Dose Results 
Sex Age (mg.) and Duration Excellent Good Poor Remarks 
1 M 50 16-8 for 3 mos. + 
9 M 38 16-2 for 3 mos. + Acute psoriasis 
3 *F 48 16 for 3 mos. + Hirsuties, cushingoid 
32 16 for 3 mos, Hirsuties, cushingoid 
ae 50 16 for 3 mos. + Sebopsoriasis, cirrhosis severe 
51 16 for 3 mos. Weakness 
1 *F $2 16 for 2 mos. + Cushingoid, weakness 
8 M 24 16 for 1 mo. a Relapsed on therapy—cushingoid 
9 M 35 16 for 1 mo. + Acute psoriasis 
10 6*F 45 16 for 1 mo. + 
46 16 for 2 mos. 
2 *F 30 16 for 3 mos. aa Relapsed when dosage diminished 
3 F 41 16 for 3 mos. ao Hirsuties, cushingoid 
a F 30 16 for 2 mos. a Acute psoriasis; hirsuties, cushingoid 
ae 52 8 for 3 mos. + Weakness 
6 M 65 8 for 3 mos. 4 Sebopsoriasis, coronary and ulcer history 
37 16 for 3 mos. Hirsuties, cushingoid 
18 M 28 8 for 3 mos. oad Pustular psoriasis; infection after 3 mos. 
19 M 40 16 for 4 mos. os Relapse on reducing dose 
20 *F 35 16 for 4 mos. + Relapse on reducing dose 
2=#«*M 45 16 for 4 mos. + Relapse on reducing dose 
92 «=F 38 16 for 4 mos. + Relapse on reducing dose 
23 *F 38 16 for 4 mos. + Relapse on reducing dose; hirsuties, cushingoid 
ae 45 16 for 1 mo. + Relapsed while on therapy 
2% OM 35 16 for 3 mos. + Sebopsoriasis; relapsed on reduction of dose 
18 5 2 


well to triamcinolone. Our experience with 
other steroids in this disease has been very 
disappointing. One of the patients in the 
lymphoma category was a man with tumors of 
mycosis fungoides. He had received many of 
the known antilymphoma drugs and the tum- 
ors were already resistant to irradiation. He 
was given 28 mg. of triamcinolone daily and 
within two weeks the lesions had all healed. 
The dosage was gradually reduced to 8 mg. 
daily and new tumors began to appear; in- 
creasing the dose to 16 mg. again controlled 
the lesions. 

Two of the patients under therapy for bul- 
lous pemphigoid were over 70 years of age. 
Both tolerated therapy quite well and the le- 
sions were completely controlled. 


Only one patient in this group had to dis- 


continue therapy. A woman under treatment 
for acute lupus erythematosus complained so 
much of weakness that another drug was em- 
ployed with disappearance of these symptoms. 


Four patients with idiopathic alopecia are- 
ata were treated with 4 mg. of triamcinolone 
four times daily and in all 4 patients there 
was regrowth of hair, which indicates that at 
least the hair follicles were capable of being 
stimulated. In none of these patients has 
triamcinolone been completely discontinued 
and it is impossible to state at this time 
whether or not the hair growth will be per- 
manent. It would seem from this experience 
that possibly triamcinolone can be used to test 
the viability of inactive hair follicles and pos- 
sibly may be used in low dosages as mainte- 
nance therapy indefinitely. The possibility of 


TABLE 2 
ACUTE ERUPTIONS 


Average 
Number Total Dose 
Diagnosis Patients (mg.) Excellent 

Toxic erythema 3 80-160 3 
Contact dermatitis 28 40-80 24 
Dermatophytid 56-300 3 
Erythema multiforme 14 80-160 12 
Acute urticaria 4 40-80 4 
53 46 


Response 
Good Fair Remarks 
4 
1 One relapse when dosage reduced 
2 
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TABLE 3 
CHRONIC OR SYSTEMIC DISEASE 


Response 


Diagnosis Number Patients a ) rend D dee Excellent Good Fair Remarks 


Dermatitis herpetiformis 5 8-16 for 1-3 mos. 
Lichen planus 6 8-16 for 1-3 mos. 
Atopic eczema 4-16 for 1-3 mos. 


nN 


4-16 for 1 mo. 
8-16 for 2 wks. 
8-20 for 1-3 mos. 
16 for 1 mo. 
12-16 for $ mos. 


Eczematoid dermatitis 
Chronic urticaria 
Lymphomas 

Discoid lupus erythematosus 
Acute lupus erythematosus 


Bullous pemphigoid 
Pemphigus 

Resistant pyoderma 
Scleroderma 
Hailey-Hailey disease 


8-16 for 1-2 mos. 
16 for 3 mos. 
8-16 for 3 mos. 
16 for 2 mos. 
4-16 for 2 mos. 


16 
16 for 1 mo. 
8 for 1 mo. 


Alopecia areata 
Necrobiosis 
Granuloma annulare 


2 relapsed when drug stopped 


hirsuties; 5 1 hyper. 
pigmentation; muscle 
weakness 


1 cushingoid 


facial weakness, treat. 
ment stopped 
1 cushingoid 


1 cushingoid plus antibiotics 
Hand mobility increased 


Relapsed when dosage red 
low 6 mg. daily ~~ 


29 


concurrent development of hirsutism else- 
where must be kept in mind. 
Discussion 

Triamcinolone has been the most effective 
corticosteroid in our experience in controlling 
the lesions of psoriasis. It is particularly ef- 
fective in acute psoriasis, extremely resistant 
psoriasis, and in psoriasis that has a seborrheic 
distribution (sebopsoriasis). However, the 
side effects noted and the pseudo-addiction to 
the drug would mitigate against its use as a 
routine method of treatment for this disease. 
Too often when the dosage is significantly re- 
duced or discontinued there is an immediate 
relapse of the psoriasis. 

The limited numbers of acute and chronic 
diseases herein reported makes it difficult to 
say that triamcinolone is or is not better than 
other corticosteroids in these diseases. How- 
ever, our results in lichen planus seem better 
than those attained previously with other cor- 
ticosteroids. 

Our experience in the treatment of acne 
with triamcinolone suggests that this drug has 
no place in the treatment of this condition. 


Conclusion 


Triamcinolone is effective in control- 


ling the lesions in selected cases of psoriasis, 
2. The occurrence of side effects prevent 
its recommendation as a routine measure in 
psoriasis. 
3. It is probably more effective in lichen 
planus than other steroids. 


4. It probably has no place in the treat- 
ment of acne. 

5. It is effective in many dermatologic dis- 
eases in which other steroids are helpful. 

This study was partially supported by a grant from 
the Squibb Institute for Medical Research (Dr. Henry 
Strade). 

Triamcinolone was supplied as Kenacort through 
the courtesy of Dr. Henry Strade (Squibb), and Aristo- 
cort was supplied through the courtesy of Dr. C. H. 
Demos (Lederle). 
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The Progestational Activity of 


6-Methyl-17-Acetoxy progesterone: 


ROBERT B. GREENBLATT, M.D., and WILLIAM E. BARFIELD, M.D.,t 


Augusta, Ga. 


The authors describe the progestational effect of a new potent derivative of progesterone 
which seems to have little if any estrogenic or androgenic properties. 


PROGESTERONE and various progestational 
agents have finally come into their own in the 
management of obstetric and gynecologic dis- 
orders.1* It was felt for a long time that there 
was very little indication for progestational 
substances in clinical practice. Ethisterone, a 
derivative of testosterone, was the first oral 
progestational substance made available. for 
clinical use. The structural relationship of 
ethisterone (17-alpha-ethinyl-testosterone) to 
testosterone is shown in figure 1. Ethisterone 
has been satisfactorily employed for many 
years in the management of premenstrual ten- 
sion and for induction of uterine bleeding in 
anovulatory patients. It was found that ethis- 
terone had one-fifth of the effectiveness of 
parenteral progesterone, milligram for milli- 
gram, but three times the activity of ingested 
progesterone.7® There has been a constant 
search for more potent progestational agents 
with greater physiologic effectiveness. The 
19-nor-testosterone derivatives have been found 
to be potent progestational agents. However, 
they possess some estrogenic and androgenic 
activity, which at times may or may not prove 
desirable.19-13 

One of the newer progestational agents, 
17-acetoxyprogesterone, has been employed in 
treatment of amenorrhea and found to be a 
good progestational substance.1* A dose of 
25 to 50 mg. per day for five consecutive days 
was required to produce withdrawal bleeding 
in 90%, of patients. However, by methylating 
lj-acetoxyprogesterone at position 6, a sub- 
stance with 10 to 20 times more potency was 


*Read before the Section on Gynecology, Southern Medical 
Association, Fifty-Second Annual Meeting, New Orleans, La., 
November 3-6, 1958. 


of Endocrinology, Medical College of 


FIG. 1 


gh 
Ethisterone 


Testosterone th 
(17-alpha-ethinyl-testosterone) 


produced. This new progesterone deriva- 
tive, 6-methyl-17-acetoxyprogesterone, has been 
found to be quite active orally (Fig. 2). It is 
the purpose of this paper to show the proges- 
tational activity of 6-methyl-17-acetoxyproges- 
terone by its effect on basal body temperature, 
cervical mucus, endometrium and glycogen- 
loading of the endometrium, vaginal mucosa, 
and on its ability to induce withdrawal bleed- 
ing in amenorrheic patients primed with estro- 
gens or with adequate endogenous estrogens. 
Clinical trials are under way to learn how ef- 
fective this agent is in functional uterine 
bleeding, dysmenorrhea, premenstrual ten- 
sion, and habitual abortion. Attempts are 
now being made to determine whether this 
agent can inhibit ovulation, or if menstrua- 


FIG. 2 
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TABLE 1 


PROVERA 
FUNCTIONAL AMENORRHEA 
(Adequate Endogenous Estrogens or Estrogen Primed) 


Number Daily Days Courses 


of Dose of rawal 
Patients mg. Therapy Provera* Bleeding 
30.0 5 3 
20.0 5 3 
10.0 
7.5 6 
5.0 5 
2.5 68 
1.0 5 


With- 
d 


n 


93** 


*6-methyl-17-acetoxyprog 
**Patient pregnant. 


tion may be delayed if therapy is started after 
ovulation has occurred. 


Clinical Observations 


Several patients with hypo-ovarianism as 
manifested by vaginal smears of the castrate 
type were given 100 mg. doses of 6-methyl-17- 
acetoxyprogesterone* for 8 days and longer. 
Evidence of vaginal maturation was not noted. 
It would seem that this substance in such large 
doses as 100 mg. daily has very little or no 
intrinsic estrogenic activity. Furthermore, 
signs of androgenicity (acne, aggressiveness, 
hirsutism, increased libido, enlarged clitoris, 
and voice changes) have not been observed 
thus far in any patient who has received this 
progestational derivative. As further evidence 
that this substance lacks estrogenic activity, 
the increased urinary gonadotropin levels in 
three postmenopausal patients were not ap- 
preciably reduced by administration of this 
agent. 

Thermogenic effect and induction of 
withdrawal bleeding. Ninety-five courses of 
6-methyl-17-acetoxyprogesterone were admin- 
istered orally to 45 amenorrheic patients in 
daily doses of 1, 2.5, 5, 7.5, 10, 20 and 30 mg. 
for 5 consecutive days. All of these patients 
had either adequate endogenous estrogens or 
were previously primed with estrogen. With- 
drawal bleeding began within | to 3 days fol- 
lowing each course of therapy in 93 out of the 
95 courses given. One failure was due to preg- 
nancy which intervened, and the other failure 
in this series followed a 5 day course of ther- 

*Supplies of 6-methyl-17-acetoxyp me used in this 


rogestero! 
study were generously supplied as Provera by Dr. Harold 
Upjohn of The Upjohn Company, Kalamazoo, Mich. 
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apy with 1.0 mg. per day. This dose was 
considered inadequate although scant bleeding 
or spotting occurred in 5 out of 6 trials of 
therapy given to 5 different patients. Table | 
demonstrates that withdrawal bleeding con- 
sistently followed therapy with dosage of 25 
mg. daily for 5 days as well as with higher 
dosage schedules. It was concluded then that 
2.5 mg. daily for 5 days was adequate to in. 
duce bleeding in absence of ovulation (but in 
the presence of adequate estrogens). 

By comparison the minimal clinically ef. 
fective dose of 6-methyl-17-acetoxyprogester. 
one (12.5 mg.) is about one-twelfth of the re. 
quired amount of ethisterone (150 mg.), and 
one-thirty-sixth of the clinically effective dose 
of ingested progesterone (450 mg.)™8 

Basal temperature records were kept by all 
patients who received 6-methyl-17-acetoxy- 
progesterone, and in every instance there was 
a demonstrable rise in the basal body tempera- 
ture during therapy with 2.5 mg. or larger 
daily doses. In general, there was a direct cor- 
relation between the degree of temperature 
elevation and the dosage employed (Fig. 3). 
Since the actual basal temperature of differ- 
ent individuals may vary, one patient (Fig. 3) 
with functional amenorrhea and _ previous 
anovulatory history was given this progesta- 
tional substance for 5 days in 4 consecutive 
months in daily doses of 1 mg., 2.5 mg., 5 mg. 
and 50 mg. There was no significant rise in 
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temperature with the 1 mg. dose, however, the 
degree of basal temperature elevation was con- 
sistently greater with the larger doses and di- 
rectly proportional to the dose given.’ 

The progestational effect on the cervical 
mucus. The fern-like crystallization of cervi- 
cal mucus when allowed to dry thoroughly on 
a clean glass slide is indicative of adequate 
estrogens. After ovulation this phenomenon 
of arborization disappears, and remains so 
should pregnancy intervene. It is generally 
conceded that the disappearance of “fern” 
after ovulation is a progestagenic effect.16-17 

In an amenorrheic patient with an atrophic 
endometrium and vaginal smear of the cas- 
trate type to whom estrogens were being ad- 
ministered, the strongly positive fern phenom- 
enon disappeared completely after 5 days of 
therapy with 10 mg. daily of 6-methyl-17- 
acetoxyprogesterone. 

Effect of 6-methyl-17-acetoxyprogesterone on 
the endometrium-glycogen-loading. Glycogen- 
loading and secretory changes of a persistent 
estrogenic endometrium following administra- 
tion of 6-methyl-17-acetoxyprogesterone per- 
mits the conclusion that this substance has 
progestational activity. A 43 year old woman 
who had many bouts of uterine bleeding and 
in whom it was shown that bleeding occurred 
from a persistent estrogenic endometrium was 
given 20 mg. of 6-methyl-17-acetoxyproges- 
terone and 0.25 mg. of stilbestrol daily start- 
ing on the twelfth day of her present bout of 
menorrhagia. On the tenth day of this ther- 
apy endometrial biopsy revealed early secre- 
tory changes. Endometrial tissue fixed in 
absolute alcohol and subjected to the Best 
carmine stain showed the subnuclear vacuoles 
to be loaded with glycogen. This early secre- 
tory change which occurred with only 20 mg. 
per day for 9 days (180 mg.) is particularly 
significant in view of previous studies in which 
ethisterone (17-alpha-ethinyl-testosterone) was 
given in 30 mg. doses for 5 days to dozens of 
patients with failure to obtain true secretory 
changes.18 This would indicate that 6-methy]- 
Ij-acetoxyprogesterone has a much greater 
progestational effect on the endometrium than 
ethisterone. 


Effect on vaginal cytologic smears. In an- 
ovulatory patients with adequate endogenous 
estrogens (or after estrogen-priming) the ad- 
ministration of 6-methyl-17-acetoxyprogester- 
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one in doses of only 5 mg. daily for 5 days ef- 
fected a change from a 4+ estrogenic (fol- 
licular) cytologic pattern to a luteal type 
smear. In figure 4 the photomicrographs il- 
lustrate this change. It also shows the disap- 
pearance of cervical fern and presecretory and 
early secretory changes in the endometrium of 
this same patient at the end of the 5 days of 
therapy with 5 mg. daily (total of 25 mg.). 
Absence of inherent estrogenic activity. 
Daily doses of 100 mg. of 6-methyl-17- 
acetoxyprogesterone have been administered 
to several patients with hypo-ovarianism as 
manifested by vaginal cytologic smears of the 
castrate type. This medication was continued 
for 8 days and longer without any evidence of 
vaginal maturation. It would seem that this 
substance in doses as large as 100 mg. daily has 
little or no intrinsic estrogenic activity. 
Attempt to inhibit ovulation. In 12 patients 
with regular ovulatory cycles, 6-methyl-17- 
acetoxyprogesterone was started on the fifth 
to the eighth day of the cycle in daily doses 
of 10 mg., 25. mg., and 40 mg. with intent to 
continue therapy for several weeks in order to 
suppress ovulation. In this study it appears 
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FIG. 5 
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that a pure progesterone-like substance as 
6-methyl-17-acetoxyprogesterone is inadequate 
for this purpose because “breakthrough” 
bleeding occurred invariably. When 10 mg. 
per day was started on the sixth day of the 
cycle and increased to 30 mg. daily on the 
twentieth day, “breakthrough” bleeding be- 
gan on the twenty-first day in spite of this 
increased dosage. “Breakthrough” bleeding 
also occurred when 30 mg. was started daily 
on the seventh day of the cycle. Figure 5 
shows “breakthrough” bleeding on the twen- 
ty-eighth day of the cycle despite 40 mg. per 
day started on the eighth day of the cycle. 
This observation is consistent with the re- 
sponse of weaker progestational substances or 
progestational substances void of intrinsic 
estrogenic activity. On the other hand 30 mg. 
of norethindrone daily (17-alpha-ethinyl-19- 
nor-testosterone) when started on day 5 to 8 
of the cycle will inhibit ovulation and delay 
onset of menses for the period of norethin- 
drone administration.!°.!! Since 6-methyl-17- 
acetoxyprogesterone is more or less a pure 
progesterone-like substance, subsequent ob- 
servations suggest that the addition of an 
estrogen might be necessary to obtain maxi- 
mal effectiveness to inhibit ovulation or delay 
menses or to control functional uterine bleed- 
ing.19 

Attempt to delay menses (therapy started 
after ovulation) (Figs. 6 and 7). The ability 
of a progestational agent to delay menses 
after ovulation has been employed as a test 
of progestational efficacy in contrast to pro- 
gestational activity.2° In 10 patients with 
regular ovulatory cycles, 6-methyl-17-acetoxy- 
progesterone was started about the twentieth 
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day of each cycle (6 or 7 days after ovulation) 
in daily doses of 10 mg., 20 mg., and 30 mg. 
With 10 mg. per day the menstrual period 
began on the twenty-eighth day as expected, 
“Breakthrough” menstruation occurred on the 
thirty-first day of the cycle during therapy 
with 20 mg. per day, and on the thirty-third 
day of the cycle with 30 mg. per day. It is 
possible that the 20 and 30 mg. doses delayed 
menstruation for 3 to 4 days, but even if so, 
this would remain inadequate for clinical ap. 
plication. When the equivalent of 0.1 mg. of 
ethinyl estradiol was added to therapy with 
6-methyl-17-acetoxyprogesterone 40 mg. daily, 
beginning on the twentieth day of the cycle, 
menstruation was delayed for 57 days, at 
which time “breakthrough” bleeding occurred 
(Fig. 6). Treatment was repeated in this pa- 
tient starting on the twentieth day of the 
following cycle with 30 mg. daily doses and 
with 0.3 mg. of an equivalent of ethinyl estra- 
diol. Menstruation was delayed for more than 
3 months, at the time of this report. 


in several instances ovulatory menses have 
been satisfactorily delayed with a daily dose 
of 50 mg. 6-methyl-17-acetoxyprogesterone 
(Fig. 7), but this has not been a consistent re- 
sult. In one patient 50 mg. daily was started 
on the eighteenth day of the cycle and con- 
tinued until the thirty-eighth day. Menstrua- 
tion began on the fortieth day of the cycle, 2 
days after the medication was discontinued 
(Fig. 7). It was concluded from these observa- 
tions that 6-methyl-17-acetoxyprogesterone in 
doses of less than 50 mg. per day is inadequate 
to delay ovulatory menstruation. If an estro- 
gen is added at a dose level sufficient to en- 
hance the effectiveness of 6-methyl-17-acetoxy- 
progesterone, then a daily dose of 30 mg. 
proved adequate to delay menses for three 
months or longer. Further clinical evaluation 
of this effect of the compound is in progress. 


Effect of 6-methyl-17-acetoxy progesterone on 
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FIG. 7 
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urinary hormone excretion. This compound 
was given in daily doses of 40 mg. beginning 
on the eighth day of the cycle to a patient with 
regular ovulatory cycles. Urinary hormone as- 
says were performed for 17-ketosteroids, 17- 
ketogenic steroids, and creatinine on the 
eleventh and eighteenth days of this cycle 
without significant change. Assay for urinary 
pregnanediol was zero in both specimens (Fig. 
5). 

It is suggested from this observation that 
(1) 6-methyl-17-acetoxyprogesterone is not ex- 
creted in the urine as pregnanediol, (2) this 
substance causes no significant increase nor 
decrease in the normal urinary excretion of 
17-ketosteroids and 17-ketogenic steroids (cor- 
ticosteroids), and that 40 mg. per day probably 
did inhibit ovulation since there was no preg- 
nanediol in the urine by the eighteenth day. 
(These preliminary hormonal studies were 
done on normal women and are being ex- 
tended, and are not to be regarded as conclu- 
sive. The effect on the excretion of these hor- 
mones in patients with adrenal hyperplasia is 
under study.) 


Discussion 


A potent new progestational agent, 6- 
methyl-17-acetoxyprogesterone, has been clin- 
ically evaluated. It is a pure progestational 
substance without evidence of estrogenic or 
androgenic side effects. If the ability to induce 
withdrawal bleeding in amenorrheic-anovula- 
tory women is to be taken as an index of pro- 
gestational activity, it would appear that this 
compound in doses of 2.5 mg. for 5 days may 
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be equated with 30 mg. daily for 5 days of 
ethisterone, and 90 mg. daily for 5 days of 
ingested progesterone.7.18 If endometrial re- 
sponsiveness is to be used as an index it ap- 
pears that 5 mg. daily for 5 days is much more 
potent than ethisterone or progesterone orally 
since with this dose early secretory changes oc- 
curred. Much greater doses for longer periods 
of time are required to accomplish this end 
with ethisterone or ingested oral progesterone. 
It appears that for inhibition of ovulation and 
for delay of ovulatory menstruation a pure 
progestational substance like 6-methyl-17-ace- 
toxyprogesterone is inadequate, for to achieve 
this the therapeutic agent must have intrinsic 
estrogenic properties, or estrogen must be 
given along with it. The ability to prevent 
onset of ovulatory menses met with only occa- 
sional success with doses of 50 mg. per day; 
however, if 0.1 to 0.3 mg. of ethinyl estradiol 
equivalent was added, 30 to 40 mg. daily of 
6-methyl-17-acetoxyprogesterone could delay 
the onset of menses (for 3 months or longer) 
even if the therapy was started after ovulation. 
The 19-nor-testosterone compounds (like Nor- 
lutin and Enovid) are capable of inhibiting 
ovulation or preventing the onset of ovulatory 
menstruation because they are not only potent 
progestational agents, but also have intrinsic 
estrogenic activity to enhance their effective- 
ness. 

The thermogenic activity, inhibition of 
“ferning” of cervical mucus, and increased 
desquamation of the cells lining the vaginal 
mucosa, afford additional evidence of the pro- 
gestational activity of this compound. Urinary 
hormone assays before and after administra- 
tion of 6-methyl-17-acetoxyprogesterone indi- 
cate that this substance is not excreted as 
pregnanediol in the urine, and that it does 
not alter excretion of 17-ketosteroids and 17- 
ketogenic steroids (corticosteroids) in the nor- 
mal individual. 

When given to postmenopausal patients in 
daily doses of 100 mg. for 8 days and longer, 
maturation of the estrogen-deficient vaginal 
mucosa did not occur. Nausea or tenderness 
of breasts were not encountered. Elevated 
urinary gonadotropin levels were not appre- 
ciably lowered by this compound. 

Throughout the entire study there were no 
untoward effects of therapy, and in no patient 
was any androgenic effect noted (such as acne, . 
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hoarseness, hirsutism, increased libido, and en- 
largement of clitoris). 


Conclusions 


6-methyl-17-acetoxyprogesterone, a synthetic 
derivative of progesterone, has been shown to 
be a potent progestational agent with little or 
no estrogenic or androgenic properties. In 
doses of 2.5 mg. per day for 5 days withdrawal 
bleeding occurred consistently in women with 
amenorrhea with adequate endogenous estro- 
gens or after estrogen priming. This com- 
pound is thought to have about 12 times the 
potency of ethisterone. 
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Discussion (Abstract) 


Dr. Mason C. Andrews, Norfolk, Va. The science of 
biochemistry has made available to obstetrics ang 
gynecology important new opportunities through the 
synthesis of new progesterone-related compounds. Sys. 
tematically, great numbers of these have been tested by 
batteries of animal experiments measuring various dif. 
ferent biologic activities attributed to progesterone, 
From these a few have emerged as potent in compara- 
ble dosage—even when taken orally. 

The next important step toward clinical evaluation 
is an orderly investigation of certain readily observa. 
ble effects in the human. Dr. Greenblatt and Dr, Bar- 
field have just presented such a study excellently, and 
have demonstrated the progestational activity of 6. 
methyl-17-acetoxyprogesterone. 

Their consistent success in obtaining withdrawal 
bleeding and their microscopic observations indicate 
that this compound, taken orally, has a progestational 
effect on the endometrium equal to or stronger than 
injected crystalline progesterone, milligram for milli- 
gram. I could find in the paper reference to micro- 
scopic examination of endometrium of only 2 patients, 
but would assume there were more. 

It is interesting that the effect observed microscopic- 
ally involved the endometrial glands extensively as 
does that following progesterone. The very potent 19- 
nor compounds (Enovid and Norlutin) have their most 
extensive continuing effect on the stroma while the 
gland development does not keep pace or exhausts it- 
self. Whether this is advantageous remains to be dem- 
onstrated and may depend on the use for which 
measured. 

The absence of side effects observed during adequate 
dosage is very gratifying. 

The question of androgenic activity seems quite im- 
portant because of potential distortion of the develop- 
ing female embryo into a pseudohermaphrodite by 
medication. This has been observed principally when 
anhydrohydroxyprogesterone was administered during 
early pregnancy, in doses which would not be e& 
pected to cause acne, libido, or voice changes. Infor- 
mation about the standard tests of Provera’s effects on 
rat seminal vesicle and prostate, would be helpful. 
Some caution concerning early pregnancy would seem 
appropriate. 

The clinical value of this important compound, and 
others recently marketed and yet to be produced, over 
long-available progesterone may lie in two directions. 
First, through the oral or the long-acting injected prep- 
arations, it becomes practical for the first time to use 
such compounds for a variety of purposes and to ac 
cumulate more information about these. Second, some 
of the different actions of progesterone may be even 
better performed by some of these compounds. For 
example, Meticorten has largely displaced pure natural 
cortisone in many clinical uses because it lacks its 
electrolyte activity. 


The maintenance of an established pregnancy may 


be best augmented by one progestational compound, 
while the best correction of an inadequate luteal phase 
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may result from another. The treatment of endome- 
triosis through pseudopregnancy may best be accom- 
plished by a compound with the greatest tendency te 
stimulate the stroma and eventually suppress the 
glands. 

Clinical evaluation of these and other uses men- 


tioned by the authors remains to be carried out, re- 
ported, and evaluated. It seems likely that Provera 
will take its place among its recently born cousins 
and others yet to come. Drs. Greenblatt and Barfield 
deserve our appreciation for this important step to- 
ward it. 


Southern Medical Association's 


Fifty-third Annual Meeting 
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Treatment of Myasthenia Gravis: 


An Attempt by Carotid Sinus Denervation* 


GEORGE W. SMITH, M.D., JACK GRIFFIN, M.D., and 


MALCOLM SAYRE,t Augusta, Ga. 


This describes the first attempt at treatment of myasthenia gravis by denervation of the carotid 
sinus published in this country. The author indicates there is no rationale for this procedure 

in the absence of information on the pathogenesis of the disease. Reports in the foreign 
literature indicate some patients may be improved by this treatment. 


THERE IS AN INCREASING INTEREST in myas- 
thenia gravis, probably due in part to the 
increasing frequency with which the diagnosis 
is being made. The second reason is the chal- 
lenge of helping these patients who, otherwise 
healthy, have an unexplained interruption 
at the neuromuscular junction. Probably 
the most fundamental observation was by 
Walker,! in 1934, that this disorder resembled 
curare poisoning and was reversible by the 
use of neostigmine. With the knowledge of a 
medication that would improve these patients 
symptomatically, greater attention has been 
directed toward diagnosis. An advance was 
made in the understanding of the pathophysi- 
ology and ultimate treatment. Numerous re- 
ports have confirmed and emphasized the 
pathophysiologic state, namely the block at 
the neuromuscular junction. 


Clinical Diagnosis 


The classical symptomatology in myasthenia 
gravis is that of muscular weakness involving 
not only the extremities, but the muscles of 
the head and face controlled by the cranial 
nerves. This is manifest by ptosis of the upper 
lid, weakness of the extra-ocular muscles, with 
double vision, difficulty in phonation and 
articulation, difficulty in respiration, and re- 
duced ability to have sustained muscle activ- 
ity. Ocular signs may be unilateral or bilat- 
eral. Usually the first to appear is ptosis, or 
weakness of the external muscles of the eye. 


*Read before the Section on Neurology and Psychiatry, 
Southern Medical Association, Fifty-First Annual Meeting, 
Miami Beach, Fla., November 11-14, 1957. 

+From the Division of Neurological Surgery, The Medical 
College of Georgia, Augusta, Ga. 

Mr. Sayre was a Student Fellow, Division of Neurological 
Surgery. 


In making the diagnosis it is always necessary 
to have a high index of suspicion. The neces. 
sity of taking a careful history cannot be over- 
emphasized, with attention being paid to the 
relationship of activity and rest, and the vari- 
ability in the symptoms as related to the time 
of day. 

In addition to a careful ophthalmologic 
examination, the physical examination should 
include the estimation of motor power with 
repetitive action. The mechanical and electri- 
cal tests of muscle are rarely required to es- 
tablish the proper diagnosis. Probably the 
most reliable criteria, diagnostically speaking, 
is that of using either depressants or stimu- 
lants to note the effect on the muscular weak- 
ness. The response to neostigmine (Prostig- 
min) has been used for the past twenty years, 
and is probably the most reliable single test 
in establishing a proper diagnosis. The test 
dose may be as high as 2 mg. of neostigmine 
methylsulfate, given intramuscularly with 0.6 


mg. of atropine. The patient is examined at 5° 


to 10 minute intervals; the usual patient with 
myasthenia gravis will show a good response 
in approximately 20 minutes. The response is 
one of improvement in double vision, eleva- 
tion of the upper lids, a louder talking voice, 
and greater muscular strength with less fatigue 
on repetitive motion. Recently Osserman and 
Teng,? introduced edrophonium chloride 
(Tensilon) as a rapid diagnostic test. This is a 
cholinergic drug which produces a prompt 
but brief action. The characteristic response 
is that of a temporary increase in muscle 
power and general subjective well-being. In 
the absence of myasthenia gravis the patient 
will usually show muscle fasciculation without 
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any change in muscle strength. The recom- 
mended dose is 2 mg. I.V., to be followed 30 
seconds later by 8 mg. if the first dose does 
not elicit a reaction. 

The history of exacerbations and remissions 
js confirmatory in establishing the diagnosis. 
It is often difficult to differentiate the mus- 
cular dystrophies, particularly the slightly 
atypical muscular dystrophies from true myas- 
thenia gravis. If there is muscle weakness not 
accompanied by alteration in tendon reflexes 
and there is an adequate response to the test 
dose of Prostigmin or Tensilon, one is justi- 
fied in making the diagnosis of myasthenia 
gravis. The response to neostigmine is never 
100%, and may be as low as 10 to 15% im- 
provement. In the muscular dystrophies, how- 
ever, there is no improvement with the test 
dose of neostigmine. It is well known that pa- 
tients with myasthenia gravis react in an un- 
favorable fashion to quinine and curare. 
These drugs may be used to produce an ex- 
acerbation of the symptoms and to confirm 
the diagnosis, but should be used with ex- 
treme caution and only when it is mandatory 
for a proper differential diagnosis. 


Treatment 


The medical treatment of myasthenia gravis 
has included neostigmine, pyridostigmin 
(Mestinon), and more recently ambenonium 
chloride (Mysuran chloride). Mestinon prob- 
ably has less toxicity and side reaction; My- 
suran chloride has the advantage of being 
longer acting with less side reaction than 
Prostigmin. Two chief disadvantages of neo- 
stigmine are gastrointestinal distress and its 
relatively brief duration of action. Certain 
patients become neostigmine-resistant, and 
even with increased dosage the symptomatol- 
ogy cannot be reversed. Numerous other ex- 
perimental drugs are being used. ACTH has 
been used in this country; any beneficial ef- 
fect was usually delayed in appearance, and 
was thought to occur in cases with thymic 
tumors which were reduced in size by the 
ACTH. It is now recognized that the use of 
ACTH in the usual patient having myas- 
thenia gravis is extremely hazardous, since it 
may worsen the condition and produce a fatal 
crisis. Cortisone has been employed with less 
favorable results. 


The surgical treatment of myasthenia gravis 
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has been limited to routine thymectomy or 
thymectomy for the presence of a thymoma. 
More recently denervation of the carotid sinus 
was started by the French in 1943, in an at- 
tempt to influence the course of myasthenia 
gravis. 

Case Report 


M.N., (ETMH No. 1217), a 15 year old colored girl, 
was admitted on Oct. 17, 1956, because of inability to 
lift the eyelids since the summer of 1955. 

Several months after the drooping of the eyelids, 
she noted that she was unable to move her eyes as 
well as before and would see double. Her admission 
was precipitated by inability to swallow, difficulty in 
talking and loss of weight. She stated that the symp- 
toms had fluctuated and there were periods in which 
she was able to have monocular vision. Also, her abil- 
ity to walk had decreased and she was no longer able 
to climb the steps or to walk about the house. She 
was stronger in the early hours, and took to bed in 
the afternoon and evening. She was unable to comb 
her hair due to difficulty in getting her arms and 
hands above her shoulders. 


On examination she showed bilateral proptosis and 
a complete bilateral external ophthalmoplegia. The 
lid-slit measured 5 mm. at its widest. The pupils re- 
acted to light and accommodation. She had an ex- 
pressionless face, with no evidence of creasing or 
wrinkles. She talked in a barely audible whisper. The 
extremities showed symmetrical motor loss, especially 
with repetitive sustained movements. Reflexes were 
grade II at all points with no pathologic reflexes. The 
remainder of the findings were not remarkable. It 
might be stated that the thyroid appeared to be nor- 
mal on palpation, and that there was no palpable sub- 
sternal mass. T. was 37.2°C., P. 80, R. 20, B.P. 140/80 
(recumbent), height 147 cm., weight 48 k. 

Laboratory studies included a negative skull x-ray, a 
normal EEG, and a normal muscle biopsy of the left 
gastrocnemius. Blood studies: calcium 10.4 mg., sodium 
148 mEq/L, potassium 4.33 mEq/L, chlorides 106 
mEq/L, creatinine 82 mg., cholesterol 113 mg., and 
P.B.I. 5 mg. per 100 cc. 

The Hgb. was 13.5 Gm., PCV. 39%, WBC 6,300 
(repeated), with segs. 38%, lymph. 49%, monos. 9%, 
eosino. 3%, and baso. 1 per cent. 

Blood test for syphilis was negative. Urinalysis was 
negative. Lumbar puncture revealed normal findings. 
Vital capacity showed 1,800 cc. 

Chest x-ray film showed a bilateral cervical rib; the 
heart shadow was increased in the transverse diame- 
ter, with a left ventricular prominence and enlarge- 
ment. 

Cardiac consultation showed a faint systolic precor- 
dial murmur. The EKG showed frequent ventricular 
extrasystoles, with a moderately increased Sokolow and 
Lyon index. 

Ophthalmological consultation revealed vision of 
20/30 bilaterally. 

An intramuscular neostigmine test, of 2 mg. with 
0.6 mg. of atropine, gave a positive response with a 
widening of the palpebral fissures, increased range of 
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motion of the globes, increased sound of the spoken 
voice, increased motor power in the extremities, and 
greater ability for sustained motor activity. The Ten- 
silon test dose was likewise positive. 

The patient was given 15 mg. of neostigmine every 
3 hours with improvement. Because the improvement 
was not adequate, complete or sustained she was given 
ambenonium chloride (Mysuran) 25 mg., every 3 hours 
instead, and allowed to return to her home on this 
maintenance dose. Her course was followed in the out- 
patient department until Jan. 2, 1957, when she was 
readmitted to the hospital because, in spite of the 
medication, her symptoms were increasing. 

After a period of further observation it was appar- 
ent that she was not getting sufficient benefit from 
the medication, and it was decided to perform a bilat- 
eral carotid denervation. The right side was dener- 
vated on Feb. 8, 1957. The procedure was without 
incident. The patient showed objective and subjective 
improvement in motor power, the strength of her voice 
and ability to eat solid foods. She was discharged to 
her home on 15 mg. neostigmine 4 times daily. 

She was readmitted for the third time on March 27, 
and 2 days later a denervation of the left carotid sinus 
was performed. Again following this procedure, which 
was without incident, the patient showed objective and 
subjective improvement. She was able to discontinue 
neostigmine entirely 12 days later, and was discharged. 

Her course has been followed at monthly intervals. 
During the months of May through September the 
patient showed progressive improvement. She was able 
to walk 2 miles (the distance from her home to the 
city and back). She was able to take care of her own 
bodily needs, comb her hair and help her mother. 
She had better facial expression and improvement in 
the ptosis. The ophthalmoplegia showed little if any 
improvement. She gained 5 Ibs. and was able to eat 
better. Her highest postoperative recorded blood pres- 
sure was 144/80 (left) and 160/104 (right) in the re- 
cumbent position, with 130/100 in the sitting position. 

On the patient’s Oct. 9th visit, she was not as strong 
as she had been previously, and had begun to show 
difficulty with eating. Her weight had dropped to 45.5 
kilo. She stated that she did not have the endurance 
she had had in September.* 


Discussion 


Thevenard, Leger and Marques® reported, 
in 1953, on their first 13 treated surgically, all 
having bulbospinal myasthenia and being un- 
selected. This survey included cases extending 
to 1943, at the time they did their first opera- 
tion. There were no deaths or sequelae from 
the denervation and they reported their re- 
sults in the 13 cases as follows: cured, one 


case; considerable improvement in 3 cases, 


some improvement in 4 cases; and failure in 
5 cases. This gave favorable results in 61.5 
per cent. Comparing this percentage of im- 


*Since submitting this manuscript the patient expired at 
—— unattended, from what appeared to be respiratory 
failure. 
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provement with that observed after thymec. 
tomy (35.5%) and after pharmacologic treat. 
ment (28.5%) the results appear to be quite 
promising. The percentage of favorable re. 
sults was based on: (1) the degree of recupera. 
tion of motor possibilities; (2) the quality of 
the subjective and objective signs of residual 
myasthenia; (3) satisfactory tolerance to re. 
duced neostigmine, or evaluation of the dos. 
age of this substance, a daily dose of which 
may remain necessary; and (4) stability of re. 
sults obtained. These series of patients con- 
sisted of 10 typical cases of bulbospinal myas. 
thenia and 3 with isolated or pure ophthal- 
moplegic myasthenia. It should be emphasized 
that in all of the patients there existed resid- 
ual myasthenia in varying degree, either slug. 
gishness of the orbicularis muscles, or dys- 
phonia on extreme effort. Mertens,‘ reporting 
from Germany on 4 cases of his own, found a 
striking improvement in only one of the 4 
cases. He advocated a diagnostic procaine 
block, but it would seem that the beneficial 
effects are so delayed that such would not be 
informative. 


With regard to the indications for denerva- 
tion of the carotid sinus, it is first necessary 
to eliminate the possibility of a thymic or in- 
trathoracic tumor. In general, it can be said 
that the indications are limited, and at pres- 
ent the major indication would be the inabil- 
ity to stabilize the myasthenic attacks by com- 
plete rest and the use of the antimyasthenic 
drugs. This is true particularly in those pa- 
tients who are required to take more than 10 
tablets of neostigmine daily to get any benefit. 
It is probably preferable to intervene less than 
a year after the appearance of the myasthenic 
signs, and the more advanced the age of the 
patient, the less favorable the response. An 
indication may well be in those patients in 
whom there is evidence of a thymoma. The 
myasthenic patient may be better stabilized 
by the denervation of the carotid sinus prior 
to the removal of the thymoma. This is espe- 
cially true in the patients who show bulbar 
symptoms and difficulties. 

Relative to the removal of the carotid sinus, 
it should be stated that the denervation 
should be bilateral and in two stages. This is 
not an emergency operation and should be 
preceded by an adequate period of observa 
tion. During the 10 days preceding the first 
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stage of carotid denervation, the patient 
should be kept quietly in bed and a daily ex- 
amination and evaluation of the resting neo- 
stigmine requirements estimated. During this 
time the drug is best given by subcutaneous 
injections for constancy of control. The opti- 
mal dose of neostigmine, once determined, is 
then increased by one-third on the day of the 
surgical intervention and maintained for three 
days following the absence of symptoms. It is 
necessary to have a mechanical respiratory ap- 
paratus available at the time of the denerva- 
tion, and local anesthesia is mandatory. 

In the surgical procedure, one should de- 
nude the common carotid at least 1 cm. prox- 
imal to the bifurcation into the internal and 
external carotid arteries; likewise the internal 
and external carotid arteries should be denud- 
ed completely 1 cm. distal to their origin. A 
3 cm. skin incision along the anterior sterno- 
cleidomas‘oid muscle is made. The common, 
internal and external carotid arteries are 
identified. One per cent procaine is infiltrated 
beneath the adventitia of these vessels at the 
bifurcation of the carotid arteries. This is an 
important step, not only to dissect away the 
neuro-adventitial tissue from the vessels, but 
also to eliminate overstimulation of the caro- 
tid body. The most difficult aspect of the 
technic is the complete removal of the neuro- 
adventitial tissue in the crotch between the 
internal carotid arteries. It is necessary that 
this be carefully done. The chief caution in 
this procedure, technically speaking, is that of 
avoiding any atheromatous weaknesses in the 
vessels, particularly if the patient should be 
in the advanced years. At the time of the de- 
nervation there is a sharp rise of the blood 
pressure, both systolic and diastolic, which 
may exceed a 100% rise, but stabilizes at the 
end of about 45 minutes to the preoperative 
level. The pulse has a correspondingly high 
rate, rising as high as 130 for the first 30 min- 
utes after the denervation, and then stabiliz- 
ing at about 45 minutes to one hour. The 
blood sugar will show a gradual increase to a 
fasting level of approximately 150 mg. per 100 
cc. which then gradually returns to the pre- 
operative level 4 hours after the denervation. 
There is an interesting leukocytic response 
with a gradual rise of approximately 50%, 
reaching a peak at about 20 minutes after the 
block. The preoperative level is usually 
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reached about one and a half hours after the 
denervation. The eosinophilic response is that 
of a sharp drop to approximately 60% of the 
preoperative count which is again reached 
about 4 hours after denervation.* Because of 
these transient changes in the vital signs, even 
with unilateral denervation, it is necessary to 
wait at least a month before carotid denerva- 
tion of the opposite side is done. 


It is difficult to attempt a rational explana- 
tion for the beneficial effect of this operation, 
when we are dealing with indefinite patho- 
genesis, and with no concept of the causative 
factors concerned. Any rationale for this ther- 
apy, when the premise of the disease is not 
known, must of necessity be speculative. In 
carotid denervation we are interrupting the 
afferent supply to the carotid sinus, with a 
resultant partial denervation of the mixed 
ninth and tenth nerves and their nuclei, fol- 
lowing the general law of Cannon. The anti- 
myasthenic effect may then be due to an in- 
creased sensitivity to chemical excitation. If 
we refer to the theory of Salmon,® who be- 
lieves myasthenia gravis to be a dysfunction of 
the autonomic nervous system characterized 
by vagohypotonia, this theory seems more at- 
tractive. Further, physiologists agree that with- 
in the carotid sinus there is a vasosensory for- 
mation which, on mechanical and chemical 
stimulation in a cooperative manner, acts 
much as a suppressor and inhibitor on the 
function of the whole organism. The amelio- 
ration of the disease syndrome may well be on 
the basis of an interruption of this suppressor 
mechanism, which may be perpetuating the 
weakness and the myasthenic signs. The exact 
mechanism is unknown. It has been shown 
experimentally in animals that removal of the 
carotid sinus produces adrenal hypertrophy, 
particularly of the cortex. It has been known 
that epinephrine and epinephrine-like prepa- 
rations improve myasthenic patients, and this 
may be, as it were, a “built-in” pharmacologic 
therapeutic effect. Electrolyte studies show in- 
creased stability of sodium and calcium, but 
a tendency to instability as regards the potas- 
sium. The presence of adrenal hypertrophy in 
the human following bilateral denervation 
has never been demonstrated, for want of an 
opportunity. 

It is impossible to definitely conclude that 
bilateral carotid denervation has any benefi- 
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cial effect on the course of myasthenia gravis. 
This is the first reported case of such a pro- 
cedure in this country. There appears, from 
the foreign reports, that the procedure favor- 
ably influences the course of this disease. Such 
reports must be viewed critically when we are 
dealing with a disease that characteristically 
has spontaneous remissions and exacerbations. 
There are many reasons, however, that this 
procedure should be given a thorough and 
critical trial in a substantial number of pa- 
tients. The procedure is simple and does not 
appear harmful even after the lapse of long 
periods of time. The exact pathogenesis and 
cause of myasthenia gravis is unknown. This 


procedure may give added physiologic infor. 
mation, not only relative to the disease pro- 
cess but also the homeostasis of the human, 
This technic appears to influence the course 
of this disease, for which we have no cure at 
present. 
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Intracranial Aneurysms: 
An Evaluation of Methods of Treatment* 


COURTLAND H. DAVIS, JR., M.D., and EBEN ALEXANDER, JR., M.D.,t 


Winston-Salem, N. C. 


Changing technics in surgery and anesthesia permit progress in surgical treatment. Hypothermia 
during operations on the brain as well as on the heart is a most valuable adjunct in 
the prevention of such tissue anoxia as to leave permanent damage. 


THE PROPER MANAGEMENT Of the patient who 
has had a hemorrhage from an intracranial 
arterial aneurysm has been controversial. This 
stems from two causes: (1) the natural course 
of the patient has been confused by the in- 
clusion of cases of subarachnoid hemorrhage 
from other causes; and (2) results of surgical 
treatment in many series have not improved 
on the prognosis under conservative manage- 
ment. In recent years, the use of modern 
diagnostic aids gives a better picture of the 
prognosis of patients treated conservatively; 
improvement in anesthetic and surgical tech- 
nics and now the use of hypothermia have 
improved remarkably the prognosis of those 
patients treated surgically. ' 
Spontaneous intracranial subarachnoid 
hemorrhage is a well-known syndrome. The 
patient has sudden onset of severe headache 
with subsequent stiff neck and photophobia. 
The state of consciousness may be lost or 
altered for varying periods of time and there 
may be signs of oculomotor palsy and/or 
some degree of hemiparesis. Convulsions may 
occur. In many patients there is a rapid de- 
terioration to death while in others recovery 
with or without a neurologic deficit takes 
place in a relatively short period of time. 
During the acute illness the patient may have 
a mild to moderate fever. The diagnosis of 
subarachnoid hemorrhage is confirmed by 
bloody fluid found on lumbar puncture in 
the acute stage or yellow fluid in the con- 
valescent period. It should be noted that 
intracranial bleeding frequently causes eleva- 
tion of the blood pressure to hypertensive 


*Read before the Section on Neurology and Psychiatry, 
Southern Medical Association, Fifty-Second Annual Meeting, 
New Orleans, La., November 3-6, 1958. 

From the Section on Neurosurgery, Department of Su i 


Bowman G School ici 
of Medicine of Wake Forest College, 


levels; also, persons with known hypertensive 
vascular disease can and do bleed from 
anomalies of the intracranial arteries. 


Clinical Data 


It is the purpose of this paper to give the 
results of treatment of 127 cases of suba- 
rachnoid hemorrhage due to saccular arterial 
intracranial aneurysms. These were encoun- 
tered within the past nine and a half years— 
a period of great transition in methods of 
management. One hundred and fifteen of 
these cases have been reported previously.! 
The following categories are included: 

1. Those not treated by surgery. 

2. Those treated by cervical carotid liga- 
tion. 

3. Those treated by intracranial surgery 
without hypotension or hypothermia. 

4. Those treated by intracranial surgery 
with systemic hypotension. 

5. Those treated by intracranial surgery 
with hypothermia. 

The results of treatment are graded as 
excellent, good, fair, poor, and expired. An 
excellent result is one with no residual neuro- 
logic defect, or a minimal deficit which does 
not interfere with normal life and function. 
A good result indicates slight residual pre- 
or post-treatment deficit. A fair result indi- 
cates moderate residual pre- or post-treatment 
deficit which partially interferes with normal 
life. A poor result indicates severe residual 
deficit which incapacitates the patient or 
seriously interferes with normal life. All sur- 
vival times in patients still living are based 
on follow-up examinations within the past 
six months except for 4 patients who could 
not be located. 
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Patients Not Treated Surgically 


Twenty-eight patients admitted to the hos- 
pital with ruptured intracranial aneurysms 
were not treated surgically. Sixteen of these 
28 patients died in the hospital. Nine of the 
16 were so deeply comatose on admission that 
they could tolerate nothing more than sup- 
portive therapy and they expired within 26 
hours after admission. The other 7 patients 
who died in the hospital improved at first 
on conservative management; 6 died from 
recurrent hemorrhage from the fifth to the 
twenty-sixth day after the original episode 
and one developed a hemiparesis following 
angiography on the seventh day and expired 
§ days later. 

Twelve patients with intracranial aneu- 
rysms verified by angiography were discharged 
from the hospital without surgical interven- 
tion. This was because of multiple aneurysms 
in 5 cases, medical contraindications in 4 
cases, and the patient’s preference in 3 cases. 

One patient with multiple aneurysms died 
from recurrent hemorrhage 2 months after 
discharge. Of the 10 survivors, when last 
evaluated, there were 4 excellent, 4 good, one 
fair, and one poor results. Nine of these 
patients had only one hemorrhage; the other 
had three hemorrhages within six weeks. She 
was first seen by us 7 years later because 
of progressive failure of vision; bilateral 
aneurysms of the internal carotid artery were 
demonstrated by angiography. She has now 
lived 14 years after the last hemorrhage. 


Patients Treated by Ligation of the 
Cervical Artery 


Thirty-four patients have been treated by 
ligation of the carotid artery in the neck,— 
27 by conventional methods of ligating either 
the common or the internal carotid artery 
after trial occlusion, and 7 with the method 
of gradual occlusion by means of the Selver- 
stone clamp. Eleven patients died within 18 
days after the ligation. In 4 of these the liga- 
tion was performed as an emergency proce- 
dure in a comatose patient for whom there 
was little hope for recovery. One patient died 
at home one month, one 2 years, and one 
4 years following carotid ligation, all from 
recurrent hemorrhage. Of the 20 surviving 
patients there were 15 excellent, 2 good, one 
fair, and 2 poor results. Nineteen patients 
have now survived 8 months to 8 years with- 
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out recurrent hemorrhage. One patient could 
not be located for follow-up evaluation. 


Patients Treated by Intracranial Surgery without 
Hypotension or Hypothermia 


There are 12 patients in this category. Six 
patients died postoperatively. In 4 of the 
patients who died, the surgical procedure 
was performed upon a patient who was rapid- 
ly deteriorating and in whom the prognosis 
was poor. The 6 survivors have now been 
followed from 4 to 7 years. There are 3 
excellent results, 2 good, and one poor. 


Patients Treated by Intracranial Surgery with 
Systemic Hypotension 


There are 15 patients in this category. 
Hypotension was produced by total spinal 
anesthesia with procaine in 2 patients, by 
intravenous hexamethonium bromide in 2? 
patients, and by intravenous camphorsulfo- 
nate (Arfonad) in 10 patients. In one patient 
the administration of both camphorsulfonate 
and hexamethonium bromide failed to reduce 
the blood pressure. Seven patients died post- 
operatively. Seven of the survivors have now 
been followed from 2 to 5 years; one patient 
could not be located for follow-up evaluation. 
There were 3 excellent, 2 good, one fair, and 
2 poor results. 


Patients Treated by Intracranial Surgery 
with Hypothermia 


In the past 3 years 38 patients have been 
treated by intracranial ligation of aneurysms 
under hypothermia. Details of this procedure 
have been described in another publication.! 
Eight patients died postoperatively. Of the 
30 surviving patients there are 14 excellent, 
7 good, 4 fair, and 3 poor results. Two pa- 
tients are still in their early convalescent 
period. 

Discussion 


These statistically significant results? indi- 


TABLE 1 
SUMMARY OF RESULTS 


Excellent 
Good 
8 (29%) 
17 (50%) 
5 (42%) 
5 (33%) 
21 (55%) 


Total 
Number 


Method of Treatment 
No surgery 

Carotid occlusion in neck 
Direct unmodified 
Direct hypotension 
Direct hypothermia 


Expired 
17 (61%) 
14 (41%) 
6 (50%) 
7 (47%) 
8 (21%) 
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cate that, in our hands, the treatment of choice 
for ruptured intracranial aneurysms is direct 
intracranial ligation under hypothermia 
(Table 1). Obviously, occasional patients with 
other complications or with very large saccu- 
lar aneurysms will not tolerate this procedure 
with reasonable safety. For them carotid 
artery ligation in the neck is probably the 
surgical method of choice. It is also obvious 
that any treatment of the desperately ill, de- 
teriorating patient carries with it at this time 
a prohibitive mortality. For purposes of dis- 
cussion, if these patients are deleted from our 
series, the mortality rates after treatment are 
as follow: 
No surgical treatment 
Carotid occlusion 
Intracranial surgery, unmodified 
Intracranial surgery with hypotension 43 % 
Intracranial surgery with hypothermia 15 % 
Many investigators misunderstand the prog- 
nosis of those patients who have survived one 
hemorrhage and who are treated by conserva- 
tive measures. It is generally accepted that 
from one-third to one-half of the patients 
with a spontaneous intracranial subarachnoid 
hemorrhage will not survive the original 
acute illness. The diverse opinions concern- 
ing the prognosis of the survivors stems from 
the misconception that this clinical syndrome 
has one etiology. Until recently, most of the 
reviews, while eliminating cases of trauma, 
tumor, blood dyscrasia, and frequently severe 
hypertension, do not establish the cause in 
all cases. For example, Hamby® found the 
cause of hemorrhage in only 47 (of these 44 
had aneurysms) of 130 cases; Magladery,* 
while not detailing any pathologic findings, 
indicated that only 42 of 235 patients had the 
diagnosis of arterial aneurysm made during 
life; and Hyland® reported 191 cases with 
verification at autopsy of cause in only 55 
instances (44 aneurysms). We strongly dis- 
pute his statement that, “It is believed that 
the frequency with which aneurysm is shown 
to be the cause of spontaneous subarachnoid 
hemorrhage justifies consideration of the 
prognosis in terms of aneurysm in unverified 
cases.” In these and other reviews*7 of cases 
of mixed cause it is surprising that the mor- 
tality rates are all close to 20 per cent. Two 
significant features are not reflected by these 
figures—the high early recurrence of bleed- 
ing’ in cases of intracranial aneurysm and the 
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remote but real possibility of recurrent hemor- 
rhage many years later.® 

Odom, Bloor, Golden, and Woodhall? at- 
tempted to evaluate total mortality related to 
etiology in 250 of 316 cases in which “no 
definitive treatment was undertaken.” Ad- 
mittedly the exact cause was not determined 
in nearly one-half the cases; however, it is 
interesting that there was a mortality rate of 
35% with the first hemorrhage in 52 cases of 
“untreated” aneurysm, and that 85% of 
the survivors died from recurrent bleeding. 
Against this there were 143 cases of “un- 
known” cause with an initial mortality rate 
of 16% and a late mortality among the sur- 
vivors of only 8 per cent. Bjérkesten and 
Troupp’ reported the mortality from recur- 
rent hemorrhage in 101 cases of subarachnoid 
hemorrhage treated conservatively. In a series 
of 40 cases with intracranial arterial aneurysm, 
verified by angiography or at autopsy, the 
mortality rate from recurrent hemorrhage was 
55 per cent. In 61 cases with verified subarach- 
noid hemorrhage but with normal bilateral 
carotid angiograms the mortality rate was only 
5 per cent. Parkinson!! mentioned refusal of 
surgery by 8 patients with subarachnoid hem- 
orrhage from aneurysms. Seven died from re- 
current bleeding within 8 weeks. McKissock 
and Walsh’? reported the results of conserva- 
tive treatment in 108 cases of bleeding from 
verified aneurysms. They divided their pa- 
tients into three groups: 

A. Those who were moribund on admis- 
sion. The mortality rate was 90 per cent. 

B. Those who had recovered from the im- 
mediate hemorrhage and who were seen 
within 8 weeks of the last episode of bleeding. 
The mortality rate from recurrent bleeding in 
this group was 37.5 per cent. 

C. Those, similar to Group B, who were 
seen after 8 weeks. The mortality rate was 6 
per cent. 

In evaluating methods of treating ruptured 
intracranial aneurysms one must recognize 
that the available evidence points to a mor- 
tality rate from recurrent hemorrhage of at 
least 45% in patients treated conservatively. 

Concerning surgical treatment, Rowe, Grun- 
nagle, Susen, and Davis® recently tabulated 
the results of many of the previously reported 
series and added their own cases. The mor- 
tality rates from the direct intracranial ap- 
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FIG. 1 


SUMMARY OF RESULTS ACCORDING TO 
METHOD OF TREATMENT 


70 % > 


Direct Direct Direct 
Unmodified Hypotension Hypothermia 


No Carotid 
Surgery Occlusion 


Excellent or 
good results 


& Mortality 


proach vary from 5 ‘to 43 per cent. Early 
mortality from ligation of the carotid artery 
in the neck also varies markedly from series to 
series. In two tabulated instances there is a 
striking increase of “late” mortality when com- 
pared with “postoperative” mortality in cases 
of ligation of the carotid artery in the neck. 
In such reports it is evident that carotid liga- 
tion in the neck did not give adequate insur- 
ance against subsequent rupture. 


Hypothermia, developed for use in open 
cardiac surgical procedures and subsequently 
employed in intracranial operations, has im- 
proved surgical treatment of ruptured aneu- 
rysms.13 By lowering the cerebral metabolic 
rate!4 and cerebral oxygen consumption,’ hy- 
pothermia permits temporary occlusion of the 
cerebral blood flow without cerebral damage. 
This occlusion provides a clean surgical field 
for the discrete and satisfactory ligation of the 
aneurysm. Our mortality rate from this 
method (21%) corresponds closely with the 
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23%, mortality rate from this method reported 
by Botterell, Lougheed, Morley, and Vande. 


water.13 


Conclusion and Summary 


Spontaneous subarachnoid hemorrhage from 
rupture of an arterial intracranial aneurysm 
carries a high initial mortality rate. At the 
present time surgical intervention does not a: 
pear to improve the prognosis in the moribund 
deteriorating patient. Survivors of the initial 
episode have a high rate of recurrent hemor. 
rhage with a high mortality within a few 
weeks. The mortality rate among the sur. 
vivors of the initial hemorrhage if treated 
conservatively is 45% or greater. Results of 
treatment by ligation of the cervical carotid 
artery and intracranial ligation of the aneuv- 
rysm under hypothermia provide a signifi- 
cantly lower mortality and reasonably low 
morbidity. The intracranial approach has the 
added advantage of obliterating the aneurysm, 
The results of treatment by various methods 
of 127 cases of ruptured intracranial aneurysm 
are presented (Fig. 1). 
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MENTAL HEALTH IN INDUSTRY 


The Journal of the American Medical 
Association recently quoted from an article in 
the National Business Week the following de- 
scription of the industrial physician: “He has 
to know his medicine and he has to be a good 
listener when it comes to sob stories. He has 
to be an intermediate between worker and 
management without looking like a company 
spy. In short, he has to be a combination of 
Dr. Christian of the movies and an army 
chaplain.” 

With the increased attention being given 
all aspects of mental health, it is natural that 
more thought is being given to the emotional 
factors in work situations. The industrial 
physician is being called upon to evaluate 
specific cases of emotional disturbance and 
general factors of morale. Often he must con- 
sider whether a worker who is emotionally 
upset has brought problems with him from 
home, or whether there may be something 
about the job itself that is precipitating 
symptoms. The extent to which application 
of such insights can reduce absenteeism and 
turnover of personnel and can increase pro- 
duction and morale is indicated by the in- 
creased interest of large industries in seeing 
that the emotional problems of their workers 
receive medical attention. A good many com- 
panies are employing psychiatrists on a part- 
time or consultant basis, and half a dozen in 
the United States employ full-time industrial 
psychiatrists. 

It has been pointed out that one of the 
important functions of the industrial psychi- 
atrist is that of teacher, helping industrial 
physicians, nurses, executives, personnel work- 
ers and supervisors gain more insight into 
emotional problems and more effective ways 
of handling them or preventing them. More 
and more the family physician, the internist, 
and the gynecologist are recognizing that 
physical complaints may be related to un- 
happy work situations. Increasingly, the per- 
sonal physician is being called upon by the 
industrial physician for more knowledge of 
stresses in the patient’s situation off the job. 
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It is evident that great benefits can be de- 
rived from a closer liaison between the physi- 
cian in private practice and the industrial 
physician or industrial psychiatrist. No voca- 
tion is without peculiar stresses and hazarus 
of its own. This is true whether the vocation 
be one with risk of atomic radiation or that 
of housewife. The more we know about any 
patient the better equipped we are to diag- 
nose and treat. The more understanding we 
can gain of the problems at home and at 
work the more effectively we can help the 
patient. 

The importance of mental health in indus- 
try was given recognition by the American 
Psychiatric Association fifteen years ago when 
its Committee on Industrial Psychiatry was 
formed. Now a Joint Committee on Indus- 
trial Health, with Dr. Leo H. Bartemeier as 
Chairman, has been formed by the American 
Medical Association under its Council on 
Industrial Health and its Council on Mental 
Health. It is anticipated that this Committee 
will explore the field and come up with 
recommendations which will promote more 
rapid advancement. 


SULLIVAN G. BEDELL, M.D. 


THE DOCTOR AND HIS STATE 
MEDICAL ASSOCIATION* 


ROWLAND B. KENNEDY,+ Jackson, Miss. 


This statement of the function of the state 
medical association so ably done was pre- 
sented to the fourth year medical students 
who were guests of the Southern Medical As- 
sociation in New Orleans. It is worthwhile 
reading for the physician who takes his state 
medical association for granted. Editor. 


In 1954, James Bryan, a wise and able med- 
ical executive, wrote these two meaningful 
paragraphs: 

“It is not to be denied that medical society 
membership is intrinsically valuable to a 
physician, and I consider such values ex- 

*Read at the Dinner for Student Guests during the Fifty- 


Second Annual Meeting of the Southern Medical Association, 
New Orleans, La., November 3-6, 1958. 


yExecutive Secretary, Mississippi State Medical Association. 
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tremely important. In fact, it would be im- 
possible to imagine the existence of a medical 
profession without its members being asso- 
ciated with one another in a guild relation- 
ship. 

“The medical society, like any other demo- 
cratic institution, exists not for its own sake 
primarily but rather as an instrument through 
which its members are enabled to do certain 
things that they could not hope to do as 
individuals. . . .” 

The last sentence is the story of all state 
medical associations. These organizations 
serve only the purpose of doing for the doctor 
of medicine what he is individually unable 
to do for himself. Just how much the asso- 
ciation does is up to individual physicians— 
ultimately to those who are medicine’s next 
generation. 


The state organization is the keystone of 
the medical guild relationship. The fifty- 
three state and territorial associations are 
bound together in a confederation to form the 
American Medical Association. Their co- 
operative capabilities make possible AMA’s 
scientific and socio-economic achievements. 
These same state organizations with their 
power of charter are the source of existence 
and authority for the county or component 
medical societies. For medical democracy to 
work, the state association must be a part of 
every physician’s professional life. 

Each of the three basic parts of medical 
organization is unique and irreplaceable. The 
county society is the doctor’s medical com- 
munity. It is the scene of professional en- 
deavor. The American Medical Association 
is the highest expression of broadly unified 
endeavor, sensitive to the will of the national 
majority, engaged for the most part in de- 
veloping and implementing programs of 
general application. How, then, is the state 
medical association unique? 


For one thing, it is the provincial sovereign 
voice of physicians who are identified geo- 
graphically from others among their Ameri- 
can colleagues. The state association is con- 
cerned with laws regulating medical practice 
and the circumstances under which care is 
provided. It must formulate and carry out 
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programs in this specific connection among 
which are licensure, nearly all third 
systems of care, and the terms of relationship 
between physician and patient as well as 
among physicians themselves. No other or. 
ganizational instrumentality or even an 
agency of government can possibly discharge 
these responsibilities. 

But the quasi-governmental functions of 
the state medical association are only a frac. 
tion of its service responsibility and oppor. 
tunity to the profession and the public. For 
example, it is the most able and versatile 
medium for scientific communication and 
postgraduate education immediately ayail- 
able to most doctors. It offers the closest 
authoritative professional liaison with medi- 
cal education and the local medical com- 
munity. 

The state association must serve both its 
county societies and the American Medical 
Association. It must maintain committees to 
study existing and proposed national policies 
and relate their usefulness and desirability to 
state and local needs. It assists local groups 
in establishing patterns of care best suited to 
population distribution and occupational 
endeavor within the state. Its final thesis is 
in relating the parts to the whole while ap- 
plying and interpreting these indispensable 
service aims. 

How can the state medical association fit 
into a physician’s professional future? 


Wherever there is a health care need, the 
state medical association has a responsibility. 
Its opportunity for service is as great as the 
zeal, imagination, and vigor of its members. 
When a physician asks, ‘““What does the as- 
sociation do for me?” it’s about the same as a 
patient you have seen through a critical 
heart episode saying, “I guess I’d have made 
it just as well without you, doctor!” 


To the sort of physician who can seriously 
ask, “What does the association do for me?” 
the question is unanswerable. The mere fact 
that such a question ever occurs to him shows 
an alarming lack of professional perspective. 
Happily, few such doctors are found. To those 
who say, “How can I contribute to the success 
of my association?” medicine’s future is right- 
fully and wisely entrusted. 
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APPLICATION FOR HOTEL ACCOMMODATIONS 
53rd ANNUAL MEETING 
Atlanta, Georgia 
November 16, 17, 18, and 19, 1959 


Please Complete this Application and forward to Atlanta Address Now! 


A Housing Bureau has been established for your convenience in making hotel reservations in Atlanta for 
the forthcoming meeting of the Southern Medical Association. Comparable room rates are listed. Use the 
Reservation Blank below. Please specify your first, second and third choice hotel. All requests for reserva- 
tions should give: (1) anticipated date and hour of arrival; (2) date and approximate hour of departure; and 
(3) names and addresses of all persons who will occupy the accommodations. ALL RESERVATIONS SHOULD 
BE CLEARED THROUGH THE HOUSING BUREAU. Since all requests for rooms will be handled in 
chronological order, you should mail your application as early as possible. All reservations will be con- 
firmed. The Municipal Auditorium will be General Headquarters. 


Hotel Single Double Bed Twin Beds Suite 


$ 8.00-12.00 $10.00-16.00 $12.00-16.00 $25.00-75.00 


6.00-10.00 10.00-14.00 12.00-16.00 18.00-30.00 
4.00— 5.50 6.00-— 7.50 7.00- 7.50 10,00-15.00 
5.50- 6.50 8.00- 9.00 8.00— 9.00 16.00-18.00 
7.00-12.50 10,00-12.50 14.00-16.50 $6.50-56.50 

GEORGIAN TERRACE ............... 6.00- 8.00 8.00-10.00 8.50-12.00 12.00-30.00 
MANOR ................ 6.00— 8.00 8.50-12.00 8.50-12.00 14.00-32.00 
PEACHTREE ON PEACHTREE..... bore ae 6.00— 7.00 8.50-10.50 9.50-11.50 16.00-26.00 
6.00— 9.00 9.50-11.00 10.00-15.00 25.00-30.00 

Motels 

10.00-14.00 13.00-15.00 15.00-16.00 32.00 
Heart OF ATLANTA ................- 9.00 12.00 13.00-14.00 24.00-26.00 
TRE Rates Unannounced (To open April, 1959) 


DOWNTOWN MOTEL ............... 11.00-14.00 


HOUSING BUREAU 
SOUTHERN MEDICAL ASSOCIATION 
720 Rhodes-Haverty Building 

Atlanta 3, Georgia 


Please reserve the following accommodations for me for the Southern Medical Association Meeting: 


Hotel Preference Kind of Accommodations Desired 


THE NAME OF EACH HOTEL GUEST MUST BE LISTED. Include the names of all persons for whom 
you are requesting reservations and who will occupy the room (s): 


Name of Occupant (s) Address 
(Please type or print) 


Individual Requesting Reservations If the hotels of your choice are unable to accept 
(Please type or print) your reservation, the Housing Bureau will make 
as good a reservation as possible elsewhere. 
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Parenteral Liver Therapy in Pernicious Anemia.* 


“The literature on the parenteral use of liver extract 
in the treatment of pernicious anemia was extensively 
reviewed by Conner in 1932 and subsequently by 
others. In the main, except for the recent contribu- 
tions of Murphy and of Isaacs, the reports which have 
so far appeared in the literature have to do with the 
parenteral use of liver extract over relatively short 
periods of time. In most instances the observations 
reported cover the effects of this form of treatment 
during the period of exacerbation, and therefore deal 
with parenteral liver therapy as an agent in the in- 
duction of remissions. It is the purpose of this paper 
to report the results of the continued parenteral ad- 
ministration of liver extract to a series of patients 
with pernicious anemia some of whom have been 
under this form of treatment for as long as two years. 


Materials and Methods 


“Some of the patients first came under observation 
while in a state of relapse sufficiently severe to neces- 
sitate hospitalization. Others had been receiving vari- 
ous forms of oral therapy at the return blood clinic, 
and were changed to parenteral treatment when this 
study was begun. 

“The liver extract used was a commercial solution of 
fraction G of Cohn refined for parenteral administra- 
tion... . Except for those cases which will be specific- 
ally designated in the table, all the patients were in- 
structed to take no liver, liver extract, kidney, or other 
specific anti-anemic substance during the period of 
study. The patients were, however, instructed to eat 
liberally of meat (especially red meat), of leafy vege- 
tables, and of fruit. . . . Blood counts were done fre- 
quently, the interval being determined by the status 
of the patient. The interval between counts rarely ex- 
ceeded three months. . . . 


“... Except in a few instances all patients were given 
weekly injections of the material from 100 Gm. of liver 
for a period of at least six months. . . . In general the 
condition of a patient at the end of the six month 
period was regarded as satisfactory if the red cell 
count was about 4.5 million or above, if neurological 
lesions already present had shown no progression, if 
no new neurological signs or symptoms had become 
manifest, if there had been no recurrence of signs or 
symptoms referable to the gastrointestinal tract, and 
if the patient continued to enjoy a feeling of general 
well being. 

“At the end of the first six month period, the treat- 
ment of some of the patients who fulfilled the above 
criteria was changed so that they were given injec- 
tions of the material from 100 Gm. of liver every sec- 
ond week, instead of every week. A small group, even 
though their condition was regarded as satisfactory . . . 
(showed) . . . subsequently (that) the treatment of 
those patients whose status was satisfactory at the end 


“Connery, Joseph E., and Goldwater, Leonard J.: Parenteral 
Liver Therapy in Pernicious Anemia: Observations Covering 
Two Years of Continued Use, Ann. Int. Med. 7:1117, 1934. 


of a second six month period was changed to a three, 
and in some instances a four week interval. At this 
point it must be emphasized that the plan just out- 
lined was adopted arbitrarily merely for the purposes 
of this study, and is not offered of itself as a routine 
treatment of pernicious anemia. Since our object was 
to study the effects of prolonged administration of 
liver extract parenterally, adjuvants to the treatment 
were purposely omitted. 


Results and Discussion 


“Red Cells. . . . Inspection of the table at once re- 
veals that with one exception we were not successful 
in maintaining a count of five million in any of the 
patients for even a short period of time. However, in 
a large majority of the patients, the counts were at 
or above 4.5 million most of the time. . . . 


“Hemoglobin. Of the 38 patients, 21 were main- 
tained at a hemoglobin level of 13 Gm. or more per 
100 cc. of blood. In the remaining 17 the hemoglobin 
values ranged between 10 and 13 Gm. per 100 cc. of 
blood... .. 

“Clinical Course. In discussing the clinical response 
to the treatment given, the patients may be divided 
into two groups: those who had been receiving other 
forms of therapy and were in a state of remission 
when parenteral treatment was started, and those who 
had had no previous therapy. After the red counts in 
the latter group had reached normal figures, their 
course differed in no respect from that of the former, 
so that no separate discussion of the latter is neces- 
sary. In no case was there any return of signs or 
symptoms dependent on the anemia. In no case in 
which neurological involvement was already present 
was there any progression nor did any new neurologi- 
cal lesions appear. . . . Many patients who were bed- 
ridden at the time treatment was started regained the 
ability of independent locomotion, and some were able 
to return to useful occupations. Abnormal deep ten- 
don reflexes did not become normal, and impaired 
vibratory and position sense showed no improvement 
in any case although in many the functional status 
was greatly ameliorated. Occasionally there occurred a 
return of acroparesthesias or glossitis, but these symp- 
toms were always quite mild and of short duration, 
and bore no relationship to the condition of the blood. 

“Reactions. In our experience of close to 2,000 intra- 
muscular injections of liver extract we have encoun- 


tered no severe reaction of any type, nor has a single 
infection resulted. . . .” 


ERRATUM 


In the February Journal, page 223, in the 
editorial on Dr. Edwin Hugh Lawson, Presi- 
dent-Elect, it was stated that Dr. Lawson was 
married to Virginia Sherwood. This should 
have been Florence Balshaw. Virginia Sher- 
wood is Dr. Lawson’s daughter. 


363 


— 
“iy 
| 
| 


SOUTHERN MEDICAL JOURNAL 


in Memoriam 


DR. FELIX J: UNDERWOOD 
1883-1959 


Felix J. Underwood, M.D. 


Dr. Underwood, a Past-President of the 
Southern Medical Association, and known as 


ALABAMA 


Dr. Champ Lyons, Head of the Department of Sur- 
gery, Medical College of Alabama, Birmingham, has 
been elected Chairman of the National Library of 
Medicine Board of Regents. Dr. Lyons has been a re- 
gent since 1956. 


New officers of the Medical Staff at St. Vincent Hos- 
pital in Birmingham are: President, Dr. Charles Wil- 
son; President-Elect, Dr. E. B. Glenn; Vice-President, 
Dr. B. H. Wiesel; and Secretary-Treasurer, Dr. Henley 
Smith. 


Dr. Walter G. Haynes has been elected President 
of the Birmingham Baptist Hospitals Medical Staff. 
Dr. Haynes succeeds Dr. Robert M. Cothran. Dr. Paul 
G. Reque was elected Vice-President, and Dr. P. A. 
Morgan, Secretary, 


MARCH 1959 


the father of Mississippi’s Public Health Pyo. 
gram, died January 9, 1959, at the age of 
seventy-six. 

A native of Nettleton, Mississippi, he was 
licensed to practice in 1904, and received his 
M.D. degree from the University of Tennessee 
in 1908. 


Early in his medical career, as he served as 
a part-time public health officer, he was 
challenged by the ravages of communicable 
disease and resolved to dedicate his life to 
the improvement of the public health. “As 
a private physician I can never minister to 
more than a few thousand people; but as a 
health officer I can save millions,” he said. 


He was named Director of the Bureau of 
Child Hygiene and Welfare and Public Health 
Nursing for the State in 1921 and three years 
later was made Secretary and Executive Of- 
ficer of the State Board of Health. He con- 
tinued in this capacity until June 23, 1958, 
and then in a consultant capacity until his’ 
death. 


During his thirty-four years as “Mr. Public 
Health” he gained national and international 
recognition. He was named Mississippi’s Man 
of the Year in 1958. He was a Past-President 
of the Mississippi State Medical Association, 
the State and Territorial Health Officers As- 
sociation, the American Public Health Asso- 
ciation, and the Southern Medical Association. 


V.0.F. 


ARKANSAS 


The Second Councilor District of the Arkansas 
Medical Society has elected as officers: President, Dr. 
J. J. Monfort, Batesville; Vice-President, Dr. Hugh 
Edwards, Searcy; and Secretary, Dr. Charles A. Taylor, 
Batesville. 

Dr. Coy D. Fitch, Jr., an intern at the University of 
Arkansas Medical Center, Little Rock, has won the 
three year Russell M. Wilder Fellowship of the Na- 
tional Vitamin Foundation, given to one man in the 
nation each year and made to “medical scientists who 
show great promise in research on nutrition and 
metabolism problems.” 


Dr. Paul L. Day, member of the faculty of the Uni- 
versity of Arkansas Medical Center, Little Rock, for 
31 years, has resigned to become Scientific Director of 
the U. S. Food and Drug Administration, Washington. 


par 
192 
Col 
offi 
Rol 
D 
— of 
Enc 
pos 
Phy 
can 
acti 
of 
on 
SOUTHERN MEDICAL NEWS 
of | 
orec 
f 
Eys! 
and 
thre 
D 
Mec 
mit 
D 
Uni 
Car 
the 
Pete 
ive 
D 


VOLUME 52 


p. C. Dr. Day has been Chairman of the School's De- 
partment of Biochemistry since coming to Arkansas in 


1927. 
DISTRICT OF COLUMBIA 


The Washington Chapter of the Jefferson Medical 
College Alumni Association has elected the following 
officers: Dr. Everett J. Gordon, President; Dr. Stacy 
Rollins, Vice-President; Dr. William Stecher, Secre- 
tary; and Dr. Simon Weiner, Treasurer. 

Dr. Thelma Dunn was one of eleven women hon- 
ored at a luncheon by the American Medical Women’s 
Association. Dr. Dunn was cited as one of the “Women 
ot the Year.” She is Chief of the Cancer Induction and 
Pathogenesis Section of the Laboratory of Pathology 
of the National Cancer Institute. 

Dr. Robert P. Odenwald has been elected Chairman 
of the Washington Chapter of the Academy of Relig- 
ion and Mental Health. 

Dr. Duane C. Richtmeyer has been appointed to the 
District Committee on Employment of the Physically 
Handicapped. 

Dr. Carmon R. Naples has been elected Grand Com- 
mander of Alcantara Caravan, Order of the Alhambra. 
This is an international organization associated with 
the Knights of Columbus. 

Dr. Luther W. Gray is serving this year as President 
of the Congressional County Club. 


FLORIDA 


Dr. W. A. D. Anderson, Miami, has been appointed 
as a representative of the College of American Path- 
ologists on a Joint Committee on Cancer Staging and 
End Results Reporting. This committee will be com- 
posed of members from the American College of 
Physicians, the National Cancer Institute, the Ameri- 
can College of Radiology, the American College of 
Surgeons, the American Cancer Society, and the Amer- 
ican College of Pathologists. Dr. Anderson is also an 
active member of the Southern Medical Association, 
of which he is now serving as Chairman of the Section 
on Pathology. 

Dr. John A. E. Eyster, Fort Meyers, Emeritus Pro- 
fessor of Physiology, who retired from the University 
of Wisconsin Medical School in 1952, has been hon- 
ored for “incisive, productive, and humane experi- 
mental science” by the Medical Research Association 
of California which awarded Dr. Eyster its Senior 
Scientist Award for 1958. The association cited Dr. 
Eyster for “inspired graduate and medical teaching, 
and for devotion to the advancement of medicine 
through animal research.” 

Dr. Coy L. Lay, Lakeland, has been installed as 
Medical Vice-President of the Lakeland Cancer Com. 
mittee. 

Dr. Sanford Cobb, Miami, has been advanced to the 
position of Assistant Professor of Anesthesiology at the 
University of Miami School of Medicine. 

The Annual Suncoast and Hillsborough County 
Cardiovascular Seminar will be held April 3 and 4 at 
the Tides Hotel and Bath Club, Redington Beach, St. 
Petersburg. Credit for attending the Seminar will be 
given by the American Academy of General Practice. 


Dr. Franklin J. Evans, Coral Gables, has been chosen 
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President-Elect of the Dade County Medical Associa- 
tion, succeeding Dr. Robert P. Keiser, Coral Gables, 
who was installed as President. 

Drs. M. Jay Flipse, W. T. Lanier and Gerard Raap, 
Miami, have been cited by their colleagues for “Hon- 
orable service during more than thirty-five years of 
continuous membership in the Dade County Medical 
Association,” and have been elected “Life members 
with all the honors and privileges thereof.” 

The following officers have been elected by the 
Miami Orthopedic Society: President, Dr. Edward W. 
Cullipher; Vice-President, Dr. W. Stanley Weinkle; 
and Secretary-Treasurer, Dr. William Aten. 

Dr. James A. Whiteside, Coral Gables, has been 
certified by the American Board of Pediatrics. 

Dr. Joseph J. Zavertnik, Miami, is the newly elected 
President of the Florida Division of the American 
Cancer Society. 

Dr. Richard T. Smith, Chief of Pediatric Services at 
the J. Hillis Miller Health Center, University of Flor- 
ida, Gainesville, has been selected as one of America’s 
Ten Outstanding Young Men of 1958 by the United 
States Junior Chamber of Commerce. Dr. Smith has 
made discoveries in the field of natural immunity and 
immunological tolerance in the newborn period of life. 


GEORGIA 


The Third Annual Seminar of the Atlanta Society 
of Pathologists will be held April 11 and 12, in At- 
lanta. For additional information write Dr. John T. 
Godwin, 265 Ivy Street, N.E., Atlanta 3, Georgia. 

Dr. James E. Anthony, Jr., Decatur, has been certi- 
fied by the American Board of Surgery. 

Dr. Charles E. Sax, Savannah, is the new President- 
Elect of the Savannah Society of Obstetricians and 
Pediatricians. He succeeds Dr. Emerson Ham, who was 
installed as President. 


The American Academy of Pediatrics has announced 
the election of Dr. A. Stuart Fitzhugh, Griffin, to 
Academy Fellowship. 


Dr. J. D. Martin, Atlanta, is the new President- 
Elect of the Fulton County Medical Society. 

Dr. Carter Meadows, Jesup, has been made a Fellow 
of the American College of Surgeons. 


Dr. Roy L. Johnson, Douglas, has been elected Pres- 
ident of the Coffee County Chamber of Commerce for 
the coming year. 


Dr. Richard Torpin, Augusta, has left for Shiraz, 
Iran, where he will serve for two years as Head of the 
Gynecology and Obstetrics Department of the Medical 
Center of Iran. 


Dr. Vernelle Fox, Medical Director of the Georgia 
Clinic and Commission on Alcoholism, has been 
named Atlanta’s 1958 Woman of the Year in the Pro- 
fessions. 


The following officers have been elected by the Ful- 
ton County Medical Society: President-Elect, Dr. J. D. 
Martin, Jr.; Vice-President, Dr. Lester Rumble, Jr.; 
Senior Trustee, Dr. R. Carter Davis; Junior Trustee, 
Dr. Ted L. Staton, Jr., and member of the Judicial 
Council, Dr. Linton H. Bishop, Jr. 


Continued on page 58 
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Texas Surgeon. An Autobiography. By Donald T. Atkinson, 
M.D. 180 pages. New York: Ives Washburn, Inc., 1958. Price 
$3.50. 


Insecticide Resistance in Arthropods. By A. W. A. Brown. 
World Health Organization Monograph Series No. 38. 234 
pages. New York: Columbia University Press, International 
Documents Service, 1958. Price $5.00. 


Metabolism of Lipids. Symposium. British Medical Bulletin, 
Vol. 14, No. 3. 1958. Price $3.25. 


Annual Epidemiological and Vital Statistics. 1955. World 
Health Organization. 699 pages. New York: Columbia Univer- 
sity Press, International Documents Service, 1958. Price $12.00. 


United Nations Report on the Effects of Atomic Radiation. 
228 pages. New York: Columbia University Press, International 
Documents Service, 1958. Price $2.50. 


An Atlas of Esophageal Motility in Health and Disease. By 
Charles F. Code, M.D., Professor of Physiology; Brian Cream- 
er, M.D., Research Assistant, Section of Physiology; Jerry F. 
Schlegel, B.S., Technical Assistant, Section of Physiology; 
Arthur M. Olsen, M.D., Associate Professor of Medicine; F. 
Edmund Donoghue, M.D., Instructor in Medicine; and How- 
ard A. Anderson, M.D., Instructor in Medicine, all of the 
Mayo Clinic and Mayo Foundation. 132 pages. Springfield, 
lll.: Charles C. Thomas, Publisher, 1958. Price $8.50. 


The Comparative Morphology of The Carotid Body and Caro- 
tid Sinus. By William Edgar Adams, D.Sc., Ph.D., B. Med. Sc., 
M.B., Ch.B., F.A.Z., Professor of Anatomy, University of Ota- 
go, Dunedin, New Zealand. 259 pages. Springfield, Ill.: Charles 
C. Thomas, Publisher, 1958. Price $10.50. 


Clinical Radiology of Acute Abdominal Disorders. By Bernard 
S. Epstein, M.D., Associate Clinical Professor of Radiology, 
Albert Einstein College of Medicine, N. Y. 327 pages, with 
406 illustrations on 224 figures. Philadelphia: Lea & Febiger, 
1958. Price $15.00. 


Technic and Practice of Psychoanalysis. By Leon J. Saul, M.D., 
Professor of Clinical Psychiatry, Medical School of The Uni- 
versity of Pennsylvania. 239 pages. Philadelphia: J. B. Lippin- 
cott Company, 1958. Price $8.00. 


Doctor Squibb. By Lawrence G. Blochman. 371 pages. New 
York: Simon and Schuster, 1958. Price $5.00. 


Therapeutic’ Exercise. The third volume of Physical Medicine 
Library. Edited by Sidney Licht, M.D. 858 pages. New Haven, 
Conn.: Elizabeth Licht, Publisher, 1958. Price $16.00. 


Tumors and Tumorous Conditions of the Bones and Joints. 
By Henry L. Jaffe, M.D., Director of Laboratories and Path- 
ologist, Hospital for Joint Diseases, New York. 718 pages with 
701 illustrations on 194 figures. Philadelphia: Lea & Febiger, 
1958. Price $18.50. 


A Method of Anatomy. By J. C. Boileau Grant, M.C., M.B., 
ms oh Ch.B., F.R.C.S. (Edin.) Professor Emeritus of Anatomy in the 
aoe cae University of Toronto. Sixth Edition, 838 pages. Baltimore: 
; The Williams & Wilkins Company, 1958. Price $11.00. 


Autopsy Diagnosis and Technic. By Otto Saphir, M.D., Path- 
ologist, Michael Reese Hospital, Clinical Professor of Path- 
ology, University of Illinois Medical School. Fourth Edition, 
512 pages. New York: Paul B. Hoeber, Inc., 1958. Price $8.50. 


Circulation. Proceedings of the Harvey Tercentenary Congress, 
June, 1957, Royal College of Surgeons of England. Edited by 
John McMichael, M.D., F.R.C.P., F.R.S., Professor of Medi- 
cine, University of London. 491 pages. Springfield, Ill.: Charles 
C. Thomas, Publisher, 1958. Price $10.50. 


Negroes and Medicine. By Dietrich C. Reitzes. 400 pages. 
Cambridge, Mass.: Published for the Commonwealth Fund by 
Harvard University Press, 1958. Price $7.00. 


ae Family Guide to Teenage Health. By Edward T. Wilkes, M.D., 

: Associate Clinical Professor of Pediatrics, New York University 

ke Medical College. 233 pages. New York: The Ronald Press 
Company, 1958. Price $4.00. 


Bailey’s Textbook of Histology. Revised by Wilfred M. Copen- 
haver, Ph.D., Professor of Anatomy; and Dorothy D. Johnson, 
Ph.D., Assistant Professor of Anatomy, both of the College of 
Physicians and Surgeons, Columbia University. Fourteenth 
Edition, 599 pages. Baltimore: The Williams & Wilkins Com- 
pany, 1958. Price $11.00. 
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Publications of the World Health Organization 1947-1957, 4 
Bibliography. New York: Columbia University Press 1958 
Price $3.25. 


Chemistry for Medical Technologists. By Charles FE. Sej 
Chief Technologist, Doctor’s Clinical 453 
illustrated. St. Louis: The C. V. Mosby Company, 1958. Price 


$10.75. 


The Principles and Practice of Medicine. By §j , 
Davidson, B.A. (Cantab.), M.D., F.R.C.P. (Ed), ER 
(Lond.), M.D. (Oslo), and the Staff of the Department of 
of Fourth Edition, 1,039 
pages. Baltimore: The Williams & Wilki , 19 


Eye Surgery. By H. B. Stallard, M.B.E., M.A., M.D. (C 
F.R.C.S. (Eng.), Surgeon, The Moorfields Eye 
Third Edition, 858 pages, with 
illustrations. Baltimore: The Williams & Wilkins. 
pany, 1958. Price $18.00. —— 


Physiological Bases of Psychiatry. Edited by W. Horsley 
M.D., American Lecture Series #323. 340 pages. Spring 
Ill.: Charles C. Thomas, Publisher, 1958. Price $10.50. . 


Rehabilitation Medicine. By Howard A. Rusk, Profes: 

Chairman of Department of Physical Medicine and Rehabilie 
tion, New York University, and 36 collaborators. 552 pages. 
St. Louis: The C. V. Mosby Company, 1958. Price $12.00. 


Objective Approaches to Treatment in Psychiatry. By 

Alexander, M.D., Clinical Instructor in Psychiatry, Tufts ua 
versity Medical School, Boston. 126 pages. Springfield, Il: 
Charles C. Thomas, Publisher, 1958. Price $4.50. i 


Administrative Medicine. Transactions of the Fifth Con 
October, 1956. Edited by George S. Stevenson, M.D. tah renee 
New York: Josiah Macy, Jr. Foundation, 1958. Price $3.75. 


INSTRUCTIONS TO CONTRIBUTORS 


Exclusive Publication: Articles offered for publication must 
be contributed solely to the Southern Medical Journal. 
Ma ripts: M ripts should be original copy, type- 
written, double-spaced, with wide margins. Because of lack 
of space, it is necessary to limit the number of bibliographic 
references to twenty. Footnotes and references should cor- 
form to the following style: 


1. Doe, J. E.: What You Should Know 
about It, New England J. Med. 
243:435, 1950. 


Illustrations: Black and white glossy prints, preferably 5 by 
7 inches, and drawings in India ink on white paper are 
required. The author's name, number and indication of 
top, if doubtful, should be attached. Necessary plates not 
exceeding six, or one and a half pages, will be furnished 
by the Journal. 

Reprints: Reprints are available at publisher's cost. An 
order form will accompany author's galley proof and should 
be returned with the galley to the Editor. 

Book Reviews: Books and monographs submitted for review 
should be mailed to the Editor. Acknowledgment will ap- 
pear in the Journal. Selection rights reserved. 

Editorial Address: All manuscripts, corrected galley proof, 
reprint orders, books for review and related correspondence 
should be addressed to the Editor, R. H. Kampmeier, M.D., 
Vanderbilt University School of Medicine, Nashville 5, 
Tennessee. 

Business Address: All correspondence related to member- 
ship, subscriptions, advertising, and other business s 

be addressed to the Southern Medical Association, 2601 
Highland Avenue, Birmingham 5, Alabama. 
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Electronic Instrumentation for the Behavioral Sciences 


By Clinton C. Brown, Ph.D., and Rayford T. Saucer, 

Ph.D., both of the Psychophysiologic Laboratory, 

Veterans Administration Hospital, Perry Point, Md. 

American Lecture Series. 158 pages. Springfield, III.: 

Charles C. Thomas, Publisher, 1958. Price $5.50. 

In this very interesting volume the author appar- 
ently is attempting to bridge the fields of physics, Psy- 
chology and electronic engineering. This, of course, is 
impossible in a book of this size. The uninitiated may 
also find it difficult to understand it without coach- 
ing. For example, on page 23 “The ratio of the change 
in plate voltage for a unit change in the plate current 
compared to the change in the grid voltage required 
for a unit change in plate current is called the ampli- 
fication factor or yp.” Now this may be clear to an 
electronics engineer, but I feel it will be just so much 
double talk to a psychologist. 

It is the opinion of this reviewer that the publicity 
on this book should have been directed more to the 
medical electronic engineer than to psychologist. It 
contains an up-to-date review of medical electronic 
instrumentation. However, there is no mention of the 
publications of the Professional Group on Medical 
Electronics of the Institute of Radio Engineers or The 
A. I. E. E. in the references. 


Pathology for the Physician 


By William Boyd, M.D., Professor Emeritus of Path- 

ology, The University of Toronto, and Visiting Pro- 

fessor of Pathology, The University of Alabama. 

Sixth Edition, 891 pages, 489 illustrations. Philadel- 

phia: Lea & Febiger, 1958. Price $17.50. 

The reviewer has leaned heavily on this textbook 
from the time of the first edition in 1931. Anyone 
who has had the same experience will welcome the 
sixth edition as one of the most valuable books on 
pathology written with the particular interest of the 
internist in mind. It stands in contrast to the “Path- 
ology for the Surgeon” because of the interests or 
objectives met in each of these. Some radical depar- 
tures have been made in this pathology text for the 
physician in more extended discussions of the physi- 
ology and biochemistry as related to the internal 
organs. 

This book is written, not with the undergraduate 
student in mind, but rather for the practicing physi- 
cian and specialist who has occasion to refer to the 
pathologic background in diseases under consideration 
by him. 

The reviewer can emphasize only with the greatest 
of enthusiasm that this textbook should be a com- 
panion reference volume to whatever text in internal 
medicine the internist or general practitioner has on 
his desk for ready reference. For after all, who can 
understand disease without understanding or knowing 
its pathologic background? 


Diseases of the Esophagus 


By J. Terracol, Professor of the Faculty of Medicine 
of Montpellier, France; and Richard H. Sweet, As- 
sociate Clinical Professor of Surgery, Harvard Medi- 
cal School. 682 pages. Philadelphia: W. B. Saunders 
Company, 1958. Price $20.00. 


This excellent book is a translation of the second 
edition of the original book published in 1951 in 
France by Masson et cie and written by Professor J. 
Terracol and his collaborators. Dr. Sweet has rendered 
a fine service to those of us who possess a poor under- 
standing of the French language. He has translated 
the original text into the “English idiom” which is 
clear, accurate and easy to read. The original text has 
been revised and rearranged. Some of the sections in 
the French text have been deleted and others re- 
written by Dr. Sweet. Thus, the English edition repre- 
sents a collaborative work in which the knowledge and 
extensive experience of the American author are com- 
bined with the vast material previously gathered by 
Professor Terracol. 


The text contains 29 chapters which are arranged 
for easy reference and which cover in an exhaustive 
manner the anatomy and physiology of the organ, the 
various methods of examination and the treatment of 
its many disorders. The bibliography, as is pointed out 
by Dr. Sweet, is unique in that it occupies 72 pages. 

The work is monumental and will be of great value 
to all physicians who have an interest in the diseases 
and physiologic disorders of an organ which are often 
peculiar and at times are difficult to understand and 
thus to correct. 


Pediatric Index 


By Edwin F. Patton, M.D., Beverly Hills, Calif. 639 
pages. St. Louis: The C. V. Mosby Company, 1958. 
Price $13.50. 

This book is designed as a guide to diagnosis by 
symptoms and management of any problem in any 
child. The author has made a very commendable ef- 
fort toward a _ prodigious task through a_ novel 
approach. 


The book is divided into three sections: section one 
is Symptomological Diagnosis, section two is Definitive 
Diagnoses and Current ‘Management, and section three 
is Special Data and Technique. The reader arrives at 
a presumptive diagnosis by locating in section one the 
arrangement of symptoms and signs which compares 
most closely to his presenting problem. He then turns 
to the alphabetical list of Diagnoses in section two 
where he finds the conditions to rule out, the proper 
measures necessary to confirm his diagnosis, and the 
treatment, are outlined under each diagnosis listed. 
Section three contains some helpful tables of usefut 
drugs and a few other suggestions for treatment. 
There are no illustrations. Poisoning is well covered 
and a list of poison control centers is contained in 
section three. The book’s usefulness increases as the 
reader becomes more familiar with it. 


367 


1958, 
verd, 
Price 
Price 
anley 
CP. 
it of 
1,039 
1958. 
tab.), 
and 
with 
i 
antt, 
field, 
_and 
ilita- 
ages. 
Leo 
Uni- 
ence, 
ages. 7 
— 
must 
lack 
LOW 
d. 
are 
of 
not 
shed 
An 
ould 
view 
ap- 
roof, 
ence 
A.D., 
ber 
601 


Medical students and many physicians will find this 
book a very helpful reference; although this reviewer 
could not help but feel a few choice references cover- 
ing each diagnosis would make the book even more 
valuable. 


Clinical & Immunologic Aspects of Fungous Diseases 


By J. Walter Wilson, M.D., Clinical Professor of 

Medicine, Dermatology, University of Southern Cali- 

fornia. 280 pages. Charles C. Thomas, Publisher, 

1957. 

This is an unusual and impressive volume—unusual 
in that it expresses ideas somewhat new, different and 


divergent from the thought on the subject as has been — 


accepted for years, and impressive in that the ideas 
expressed are convincing and may adequately explain 
observed behavior of many fungus infections. 

Dr. Wilson does not claim originality of any of the 
theories elaborated. He states that there is not even 
adequate proof for all the views expressed. Some of 
the ideas originated in the mind of the author and 
some were implanted there by conversations with 
other persons and by reading. The ideas then have 
been collected and presented, supported by facts 
wherever possible and by argument where proof is not 
yet at hand. Dr. Wilson states: “It is not anticipated 
that all of these concepts will eventually prove to be 
valid; indeed, it is virtually certain that some will 
not.” 

Nevertheless, this work is very stimulating to read 
and may well explain much about the pathogenesis of 
fungus infections which up to the present has been 
very cloudy. 

This book about fungus infections should be a 
strong factor in accomplishing the four purposes stated 
in the introduction: 

“First, that the study of fungus diseases in generai 
will be stimulated, resulting in the correct diagnosis 
of a larger percentage of those cases actually in exist- 
ence, and early enough in the course of the disease 
to afford time for a therapeutic approach to be 
successful. 


“Second, to focus attention upon the value of more 
detailed investigation and recording of the facts con- 
cerning each individual case of entities so rare as are 
some of these, so that the resulting case reports may 
be studied subsequently by all interested’ scientists 
without discovering omissions rendering them useless 
for statistical inclusion. 


“Third, to furnish improvement in our guides to 
piognosis and therapy in the mycoses and perhaps in 
other infectious diseases, thereby, (1) guarding against 
relapses due to injudiciously early resumptions of 
physical activity, (2) avoiding unnecessary and some- 
times harmful medical and surgical intervention, and 
(3) rendering the evaluation of drugs and other thera- 
peutic modalities much more accurate. 


“Fourth, to invite the cooperation of all workers in 
the critical evaluation of these concepts, so that they 
may be proved or disproved (and whenever possible 
improved) leading to a true understanding of the 
pathogenesis of these diseases and to their therapeutic 
conquest before the lapse of the several decades which 
might otherwise be required.” 
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Such a volume should attract all clinicians, students 
immunologists, mycologists and pathologists as wel] as 
others. 


The Cerebrospinal Fluid—A Ciba Foundation Symposium 


Edited by G. E. W. Wolstenholme and Cecilia y 

O'Connor. 326 pages, with 141 illustrations. Boston: 

Little, Brown and Company, 1958. Price $9.00, 

This symposium, held in London in 1957 on the 
general subject of cerebrospinal fluid, brought to- 
gether a group of men noted for their contributions 
on this subject. The papers included in this book deal 
chiefly with research material which in some form 
had already appeared elsewhere. Reading, however, js 
so much easier when the facts are concisely yet com- 
pletely presented as in this small volume. 

In general, the group agrees with Cushing, Dandy, 
etc. that cerebrospinal fluid is a product of the 
choroid plexus. The studies employing radioactive 
isotopes and tissue culture have, however, not shown 
that cerebrospinal fluid is either excreted or secreted, 
The interesting fact is that despite all the new tech. 
nics, the information available really contributes little 
more than that made much more simply by other 
generations of scientists. 


Bailey's Textbook of Histology 


Revised by Wilfred M. Copenhaver, Ph.D., Professor 
of Anatomy; and Dorothy D. Johnson, Ph.D., Assist- 
ant Professor of Anatomy, both of the College of 

Physicians and Surgeons, Columbia University. Four- 

teenth Edition, 599 pages. Baltimore: The Williams 

and Wilkins Company, 1958. Price $11.00. 

The rapid advances in the field of cellular structure 
and physiology brought about by electron microscopy, 
histochemistry and tissue culture has outdated the 
texts of histology almost before they are printed. The 
necessity of correcting misinterpretations of structure 
and the correlation of structure with function makes 
it imperative that new editions of standard texts be 
made frequently and expanded. Bailey’s Histology, 
which is aimed primarily at the first year medical 
student, has established itself in previous editions as 
being a concise, accurate, and readable text. This 
fourteenth edition maintains the continuity of presen- 
tation so frequently lost in edited texts and brings up- 
to-date recent information revealed by electron micros- 
copy and histochemistry in a discerning manner. 


Bibliography of International Congresses 
of Medical Sciences 


Prepared by W. J. Bishop for Council for Interna- 
tional Organizations of Medical Sciences. 227 pages. 
Springfield, Ill: Charles C. Thomas, Publisher, 
1958. Price $5.50. 

With the increasingly important role in science 
taken by the international congresses, their published 
proceedings are an integral part of literature. This 
valuable bibliography, with an introduction and his- 
torical background in both English and French, is an 
invaluable guide to trace the published proceedings of 
international congresses in medicine and the related 
sciences. 
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Included here are publications of 1,427 congresses 
covering 362 subjects, listed alphabetically by the sub- 
ject field. Information covers the number of the con- 
. the place and date of the meeting, the title and 
bibliographical description of the publication, with 
notes on languages used, the. sponsoring bodies, and 
explanations of any variations in numbering. Since the 
proceedings published in foreign languages are usually 
requested by the English translated title, this arrange- 
ment is very practical. 

A detailed index of the items in the Bibliography 
arranged in alphabetical order of the principal Eng- 
lish subject-words occurring in the titles of the con- 
gresses, and alternative subject titles in English and 
French is a valuable addition to an indispensable tool, 
and Mr. Bishop is to be congratulated for his signifi- 
cant contribution to medical literature. 


Recovery from Schizophrenia. The Roland Method 


By John Eisele Davis, Sc.D. 162 pages. Springfield, 
Ill: Charles C. Thomas, Publisher, 1957. Price 
$4.75. 

This book describes, in redundant detail, a kind of 
total push treatment program for the chronic, hospit- 
alized schizophrenic. It is usually called “The Roland 
Relaxation and Motivation Program” or “The Roland 
Method,” being named after its originator, Mr. Paul 
Roland, a corrective therapist with the Veterans Ad- 
ministration. The essential elements of the treatment 
program are gentle massage and continuing interest 
which are utilized with the intent to relax the pa- 
tient’s tense defensiveness and to lead him gradually 
toward better socialization. 


The author admits that the title may appear overly 
ambitious, so, in the text, he qualifies the word 
“recovery” to mean “recovery at the nonverbal be- 
havioral level.” This is quite a qualification. From 
case descriptions, it is likely that considerable im- 
provement has occurred in certain instances. From the 
more systematic efforts at evaluation of the method, 
however, the evidence for improvement is not im- 
pressive. 


Though the Roland Method may well have some 
merit in the treatment of chronic schizophrenia, one 
could certainly hope for more positive and definitive 
evidence of its merit than this presentation provides 
before seriously considering its utilization. 


Scientific and Technical Papers 


By Sam F. Trelease, Columbia University. 180 pages. 
Baltimore: The Williams and Wilkins Company, 
1958. Price $3.25. 


This treatise contains an amazing amount of infor- 
mation for its size. The author has included a large 
list of reference sources which would well serve the 
writer of almost any type of scientific paper—from 
agriculture through geography, engineering and math- 
ematics to medicine. Much emphasis is given the ac- 
tual writing of the paper and the use of good form. 
If such suggestions as those found in the chapters on 
illustration and tables were followed, scientific papers 
would be read from introduction to summary instead 
of visa versa. This book should be in the library of 
the student, the researcher and the practitioner alike. 
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Person Perception and Interpersonal Behavior 


Edited by Renato Taguiri and Luigi Petrullo. 379 
pages. Stanford, Calif.: Stanford University Press, 
1958. Price $7.50. 


Within the past decade there has been a great in- 
crease in experimental work in the area of interper- 
sonal perception. When one person makes a response 
to another person, he does so not solely on the basis 
of what the other person has said, nor solely on the 
basis of how the other person is dressed, nor solely on 
the basis of the other person’s physiognomy. His re- 
sponse is determined by all these and more. The re- 
search in the area of interpersonal perception has 
been aimed at identifying the combinations of vari- 
ables which determine one’s view of the intention and 
purpose of the other, and the relation between this 
perception and action. 


This volume presents the papers delivered by lead- 
ers in the field at a joint Harvard University-Office 
of Naval Research symposium held at Harvard Uni- 
versity in March, 1957. The purpose of the symposium 
was to “lay the foundation for further research in this 
important area.” The editors have performed a real 
service by pulling together in one volume the more 
valuable of the research ideas and experiments on 
interpersonal perception. 


Pediatric Surgery 


By Orvar Swenson, M.D., Surgeon-in-Chief, The 
Boston Floating Hospital for Infants and Children, 
Professor of Pediatric Surgery, Tufts University 
School of Medicine. 730 pages. New York: Appleton- 
Century-Crofts, Inc., 1958. 


One of the indications of the maturation of Pedi- 
atric Surgery as a surgical subspecialty is the appear- 
ance of this new textbook by Dr. Orvar Swenson of 
Boston. The student of the subject now has two gen- 
eral reference works available to him for consultation, 
the almost “classic” work of Dr. Gross published first 
in 1953 being the other. 


The inevitable comparisons between the volume 
written by Dr. Swenson and that produced by Dr. 
Gross must be made, for if one excels there may be 
little need for the other. “Pediatric Surgery” is de- 
scribed by the author himself as a textbook, and 
therein lies both its virtues and its deficits. The orien- 
tation and conception are definitely along textbook 
lines, with broad coverage of all phases of pediatric 
surgery presented in general terms, for the most part, 
rather than by means of the author’s own experience. 
Even in those phases of pediatric surgery for which 
Dr. Swenson is best known,—namely, tracheo-esopha- 
geal fistula and congenital megacolon,—the subject is 
treated rather impersonally. This is the failing of all 
textbooks and this type of presentation must suffer 
when compared to the method used by Dr. Gross, 
where the subjects are exposed in terms of the au- 
thor’s own experience. The message is more clearly 
and convincingly received when one can see the math- 
ematical advantages of treating a disease a certain 
way, and when taught by an individual whose creden- 
tials as an expert are well established. 


The illustrative material in “Pediatric Surgery” is of 
excellent quality. Subjects such as burns, fractures, 
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endocrine disturbances related to neoplasms, and 
lesions of the skin and extremities are covered more 
completely in this volume. Congenital heart disease 
occupies perhaps less of Dr. Swenson’s time than cur- 
rent interest would dictate. 

“Pediatric Surgery” is a valuable reference work and 
an admirable textbook covering the specialty. 


Orr’s Operations of General Surgery 


By George A. Higgins, M.D., Associate Professor of 
Surgery; and Thomas G. Orr, Jr., M.D., Associate in 
Surgery, both of the University of Kansas School of 

Medicine. Third Edition, 992 pages, with 1,990 illus- 

trations. Philadelphia: W. B. Saunders Company, 

1958. Price $20.00. 

The authors present a one volume compendium of 
the accepted and more frequently performed surgical 
procedures. The organization of the book is such that 
present-day concepts of specialty lines are crossed and 
many of the basic procedures relating to the fields of 
urology, gynecology, orthopedics, thoracic surgery, 
plastic surgery and neurosurgery are presented. 

Brief discussions of both the indications for each 
procedure and specific hazards involved in the per- 
formance of the operations usually precede the de- 
scription of the technical details themselves. No at- 
tempt is made to critically evaluate the operations ex- 
cept in rare instances when the authors’ present prac- 
tice is parenthetically stated. 

The book is up-to-date with references and descrip- 
tions coming from literature published only a few 
months ago. The references are not numerous and in- 
clude only basic articles dealing with the operative 
procedure in question. The volume is in no sense a 
source book for bibliographers. 

The illustrative material is excellent, except occa- 
sionally where illustrations taken from the journals 
were originally faulty in detail and clarity. 

The objective of the authors in providing a general 
reference book on surgical technic is admirably 
achieved, and medical students, as well as general 
practitioners and internists, will find it valuable. For 
the practicing surgeon the book is adequately detailed 
and illustrated, and generally provides an excellent 
description of an accepted method of attacking most 
surgical problems. 

The surgical specialist, however, might wish to ac- 
quire a reference work with more space devoted to 
critical evaluation of the procedures described, and 
more fully detailing the anatomic and _ physiologic 
principles involved in the treatment of the various 
disorders covered by the operations presented. 


The Management of Childhood Asthma 


By Frederic Speer, M.D., Assistant Clinical Professor 
of Pediatrics, The University of Kansas School of 
Medicine. 111 pages. Springfield, Ill.: Charles C. 
Thomas, Publisher, 1958. Price $4.75. 

This small book has a reading time of one to two 
hours and is enjoyable reading. Dr. Speer writes au- 
thoritatively and obviously draws upon a large volume 
of clinical experience. 

The book is well outlined and proceeds from one 


subject to another smoothly. The information is we} 
documented with 96 references. The few plates and 
tables are commendably brief and clear. 

This book will be of most value to the pediatrician 
who wants to begin to handle his own allergic patients 
instead of referring them to an allergist. The author 
writes with an optimism which may be misleading to 
the neophyte allergist pediatrician. This attitude most 
assuredly is helpful with patients and parents, but it 
is to be attained in the doctor only after patient and 
persistent experience and investigation. 

The general pediatrician will be hard pressed to 
find the time to be as thorough with instructions and 
education of all his asthmatic patients and parents as 
outlined, but there is no gainsaying this is of utmost 
importance. 

On the whole it is a book which fulfills the need of 
a pediatrician becoming interested in allergy. 


Introduction to Anesthesia 


By Robert D. Dripps, M.D., Professor and Chair- 

man, Department of Anesthesiology, and James EF. 

Eckenhoff, M.D., Professor of Anesthesiology, both 

of the University of Pennsylvania School of Medi- 

cine; and Leroy D. Vandam, M.D., Clinical Professor 
of Anesthesia, Harvard Medical School. 254 pages. 

Philadelphia: W. B. Saunders Company, 1957. Price 

$4.75. 

This monograph with the subtitle “Principles of 
Safe Anesthesia” is extremely well written and logic- 
ally arranged. The material is presented as the 
thoughts of an anesthetist as they should be when 
presented with a patient. This begins with preanes- 
thetic rounds, medication, selection of agent, equip- 
ment and types of anesthesia with complications dur- 
ing anesthesia and follow-up period. It is an excellent 
book for all residents in anesthesiology to read for 
organization of their thinking. For the persons with 
interest in anesthesia—surgeons, gynecologists and 
house officers—it presents in a lucid documented 
form, problems and their solutions as they exist at the 
present time. 


The Family in Psychotherapy 


By C. F. Midelfort, M.D., La Crosse, Wis. 200 pages. 
New York: The Blakiston Division of McGraw-Hill 
Book Co., Inc., 1957. Price $6.50. 

Seeing both patient and selected relatives in family 
interviews is a new element in psychotherapy. The 
rationale for this is based upon a view which has been 
gaining in creditability, viz., that in psychopathology 
the patient is not the sole unit for study and treat- 
ment. Rather, that study and treatment may be prof- 
itably extended to the unit of the family. The goal of 
family interviews is, in most instances, to facilitate the 
expression of love among the family members. 

Family interviews undoubtedly call for great skill 
on the part of the therapist. As described by the au- 
thor, there are facets of the method, both theoretical 
and practical, which will be controversial. This is, 
then, a method which is not yet ready for general 
adoption and practice, but which will be interesting 
to follow in its development. 
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CONTROL 


VERTIGO, 
AND 
ELEVATE THE 


with Dramamine-D 


brand of dimenhydrinate with dextro-amphetamine sulfate 
“Disturbances of balance resulting from vestibular disorders have long been known to lead 
to severe anxiety.”’* 
Vertigo—whether of organic or functional origin—tends to leave depression in its wake. 
Dramamine-D is a therapeutic combination designed for treatment of the entire vertigo- 
reaction syndrome. Each tablet contains dimenhydrinate (50 mg.) to control dizziness, 
and dextro-amphetamine sulfate (5 mg.) to elevate the mood. 
*Pratt, R. T. C., and McKenzie, W.: Anxiety States Following Vestibular Disorders, Lancet 2:347 (Aug. 16) 1958. 
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D ram am i n e available as tablets, ampuls, liquid, suppositories 
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in its completeness 


equivalent to 
one USP Digitalis Unit 


Physiologically Standardized 
therefore always 
dependable. 


Clinical samples sent to 
physicians upon request. 


Davies, Rose & Co., Ltd. 
Boston, 18, Mass. 


Continued from page 365 


KENTUCKY 


Dr. Dominick J. Lacovara, Chief, Psychiatric Py. 
gram, Department of Health, Education and Welfare 
has been awarded a trophy in appreciation of his gery. 
ices, by the Attorney General of the U. S. Department 
of Justice. 

Dr. J. S. Chambers, Lexington, has been re-elected 
President of the Kentucky Medical Foundation, Ine) 
and Dr. J. Farra Van Meter, Lexington, was elected 
Vice-President. 

New officers of the Sixth Councilor District include: 
President, Dr. Rex Hayes, Glasgow; Dr. Carlisle ¥ 
Dodson, Russellville, Vice-President; and Dr. Walle 
H. Griffing, Bowling Green, Secretary-Treasurer, 

Drs. Leslie W. Langley, Somerset, and Fred Pipkigp 
Louisville, have been elected Fellows of the American 
Academy of Pediatrics. 


MARYLAND 


Dr. William Carl Ebeling, Baltimore, has been 
chosen Secretary of the Medical and Chirurgical Fag 
ulty of the State of Maryland, succeeding Dr. Everem 
S. Diggs. 

Dr. Ralph D. Lillie, Chief of Laboratory and Histo 
chemistry, National Institute of Arthritis and Metabolems 
ic Diseases, National Institutes of Health, Bethesda 
has received the first Sustaining Membership Award 
ot the Association of Military Surgeons of the United 
States “for his accomplishments in the field of histo 
chemistry.” The award is given by the Sustaining 
Membership Group to government employees who have 
distinguished themselves by “outstanding work in the 
field of research.” 

Dr. Nathan E. Needle, Baltimore, President of the 
Heart Association of Maryland, has been presented 
“The Physician of the Year Award” by the Maryland 
Academy of General Practice, of which he is a Past 
President. 


New officers of the Maryland Academy of General 
Continued on page 60 


CLASSIFIED ADVERTISEMENTS 


EQUIPMENT FOR SALE—2 Exam tables, 2 insti 
ment cabinets, 3 lamps, 2 stools, 2 otoscopes, 
ophthalmoscope, 1 laryngoscope, 1 nasopharyngoscope 
2 scales, 1 direct writer EKG, all surgical instrument 
drugs and supplies, 1 blond oak desk with 3 chaim 
First $1,300.00 takes it all. Excellent opportunity im 
young GP. Contact LTC, c/o SMJ. 4 


POSITION WANTED—Radiologist F.A.C.R. presenti] 
engaged. Eligible for certification for Radioactive i 
topes. Desires location in Georgia, Alabama, or Mig 
sissippi, in a community not to exceed twenty thom 
sand which will not require entire time. Would a 
serving two communities. Compensation in 
portion to services rendered. Personal interview @ 
sired. Contact HF, c/o SMJ. 


58 
ve 
e 
S 
| Digitalis [i 
Each pill is oa 
ay 
3 
Fas 


© prevent the 
élae of u.r.i. 
...and relieve the 
symptom complex 


Antihict Analg 3 


monitis develops as a serious 
bacterial complication in 

one in eight. cases: of 

upper respiratory 

“infection. To protect ands. 

relieve the “cold” patient. 


Sinusitis; bronchitis or pneu- 


pe 

United : 

Usual 2 tablets or 

ho have teaspoonfuls’q.i.d. (equiv. Gm: 

in the tetracycline). Each TABLET: 
ACHROMYCIN® Tetra-” 

of the Cycling. {125 meg.); phenacetin 

esented wie) caffeine: (30 sali- 

a Past Bitrate (25. me.). Also as°SYRUP. 


flavored), 


Started 


yey on estimate by Yan 


LABORATORIES, 
umenty Ma Division of 
AMERICAN CYANAMIO COMPANY, 


Pearl River, New York 


4 
General i 
ry 
nity 


SOUTHERN MEDICAL JOURNAL MARCH 1959 


TITIS 


FRACTURED 


ACCELERATE THE 
RECOVERY 
PROCESS WITH 


VARIDASE 


LEDERLE 
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LEDERLE LABORATORIES, a Division of AMERICAN CYANAMID COMPANY, 
Pearl River, New York 
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Practice are: President, Dr. J. Roy Guyther, Mechan. 
icsville; President-Elect, Dr. Walter A. Anderson, Bal. 
timore; Vice-Presidents, Drs. William T. Layman 
Hagerstown, Gordon M. Smith, Barnesville, Joseph S. 
Blum, Baltimore, and Andrew C. Mitchell, Salisbury; 
Secretary, Dr. Charles P. Crimy, Baltimore; and Treas 
urer, Dr. Harry L. Knipp, Baltimore. 


MISSOURI 


Dr. Angelo Lapi has been re-elected to the office 
of President of the Kansas City Society of Pathologists 
and Dr. James G. Bridgens was re-elected Secretary. 
Treasurer. 

New officers of the Medical Staff of the Children 
Mercy Hospital, Kansas City, are: Dr. David Buddruss, 
President; Dr. Bruce V. Drowns, Vice-President; and 
Dr. David Eubank, Secretary. 

The St. Louis Academy of General Practice has 
elected as its officers: President, Dr. Charles 4 
Molden; President-Elect, Dr. Eugene Hall; Vice-Presi- 
dent, Dr. E. V. Henschel; Secretary, Dr. V. E. Michael 
and Treasurer, Dr. Eugene H. Edele. 

Dr. John J. Hammond, St. Louis, Assistant Professor 
of Clinical Medicine at the St. Louis University School 
of Medicine, has been appointed Chief of the Medical 
Department at St. John’s Hospital. 

Dr. Shelby B. Hughes, Clinton, has been appointed 
as one of the 15 State Commission members of the 


Continued on page 84 


CITY VIEW 
SANITARIUM 


For the diagnosis and treatment of 
nervous and mental disorders, and 


addiction to alcohol and drugs. 


Established 1907 


NASHVILLE, TENNESSEE 
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is DFF SCHEDULE- 
UDING “HIS STOMACH 


BUTIBEL 


antispasmodic-sedative 


puts the “jumpy,” nervous g.i. tract back on schedule— 
with its regulative antispasmodic-sedative action. 


BUTIBEL brings relief through the non-cumulative sedation of 15 mg. 
BUTISOL Sodium® butabarbital sodium combined with the 
antispasmodic action of natural extract of belladonna 15 mg. (per tablet 
or 5 cc.)—each ingredient having approximately 

the same duration of action. 


BUTIBEL Tablets Elixir Prestabs® Butibel R-A 
(Repeat Action Tabiets) 


MeNcii Lavoratories, Inc.* Philadelphia 32, Pa. 
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are to be treated, 
or long-term therapy 
indicated 


2 


PANTHO-F 0.2% CREAM... the dramatic inflammatory-suppressive, 


antiallergic, antipruritic effects of hydrocortisone 


plus the soothing, antipruritic, healing qualities of pantothenylol 


promptly alleviate itching, pain, swelling and inflammation, and 
accelerate healing in... | 


atopic dermatitis (infantile eczemas, allergic eczemas, dicsoricied. 
neurodermatitis, lichen simplex, etc.) 


contact dermatitis (poison ivy, oak, sumac, drugs, 
cosmetics, metals, chemicals) 
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effective topical 
Steroid therapy 


no longer 
expensive! 
for the itching, | 
inflamed skin 


\ 


pruritic lesions PANTHO-F 0.2% cream provides: 


(intractable pruritus, pruritus ani, 


pruritus vulvae, senile vulvitis) ‘ HYDROCORTISONE | 0.2% 


PANTOTHENYLOL 2% 


Available in 15 Gm. 
Stasis dermatitis Se and 2 oz. tubes; 1 Ib. jars 


_ ina stable, water-miscible cream base 
*2 mg. hydrocortisone per Gm. 


vitamin corporation PHARMACEUTICALS 
Prington-Funk Laboratories, division) 250-East 43rd Street, New York 17, N. Y. 
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now available 


“‘DILAUDID 
Cough Syrup 


for coughs that must be controlled 


Formula: Each 5 cc. (1 teaspoonful) contains: 
DILAUDID hydrochloride . 1 mg. (1/64 gr.) 
Glyceryl guaiacolate . . 100 mg. (1% gr.) 
in a pleasant peach-flavored syrup con- 
taining 5 per cent alcohol. 


Dose: 1 teaspoonful (5 cc.) repeated in three to 
four hours. 
(for children adjust dose according to age) 


*Subject to Federal narcotic regulations. Dilaudid,® brand of dihydromorphinone, E. Bilhuber, Inc. 


KNOLL PHARMACEUTICAL COMPANY 


(formerly Bilhuber-Knoll Corp.) 


ELECTIVE AND TRAUMATIC 


use 
XYLOCAINE® ci 


(brand of lidocaine*) 


e 
as a local or topical anesthetic Us (i ¥ 
Xylocaine is routinely fast, profound and well tol- 
erated. Its extended duration insures greater 
postoperative comfort for the patient. Its musi , 
potency and diffusibility render reinjec- 
tion virtually unnecessary. It may be in- 
filtrated through cut surfaces permitting 
pain-free exploration and longer suturing time. 


+ warts; moles; sebaceous cysts; benign tumors; wounds; lacerations; biop- 
sies; tying superficial varicose veins; minor rectal surgery; simple frac- 
tures; compound digital injuries (not involving tendons, nerves or bones) 


*u S. PAT. NO 2.441.498 MADE INU. SA. 
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er and above the rapid relief and improvement of symptoms 


ecadron helps restore a “natural” sense of well-being & 


E MOST EFFECTIVE OF ALL ANTI-INFLAMMATORY CORTICOSTEROIDS Decadron<) 


DEXAMETHASONE 


BI) Merck Sharp & Dohme treats more patients more effectively 


the crowning 
achievement of 
the first 
corticosteroid 
decade 


DEXAMETHASONE 


treats more patients more effectively 


Comprehensive and thorough clinical trials show that DECADRON on a milligram basis is the most 
effective of all oral corticosteroids ® DECADRON is virtually free of sodium retention, potassium 
depletion, hypertension, or edema ® DECADRON is virtually free of diabetogenic effect in therapeutic 
doses ® DECADRON has not caused any new or unusual reactions ™ DECADRON helps restore a 
“‘natural’’ sense of well-being. 


INDICATIONS: All allergic and inflammatory disorders amenable to corticosteroid therapy. CONTRAINDICATIONS: 
Herpes simplex of the eye is an absolute contraindication to corticosteroid therapy. DECADRON should be administered 
with the same precautions observed with other corticosteroid therapy. DOSAGE AND ADMINISTRATION: Transfer of 
patients from other corticosteroids to DECADRON may usually be accomplished on the basis of the following 
milligram equivalence: 


one 0.75 mg. tablet of Decadron* (dexamethasone) replaces: 


One 4 mg. One 5 mg. One 20 mg. One 25 mg. 
tablet of tablet of tablet of tablet of 
methylprednisolone prednisolone 
or triamcinolone or prednisone hydrocortisone cortisone 


SUPPLIED: As 0.75 mg. scored pentagon-shaped tablets. Also as 0.5 mg. tablets, to provide maximal individualized 

flexibility of dosage adjustment, since many patients achieve adequate control even on lower dosage. 

Detailed literature is ilable on request. 

*DECADRON is a trademark of Merck & Co., Inc. sls) Merck Sharp & Dohme 
Division of Merck & Co., Inc. Philadelphia 1, Pa. 
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Thorazine 


(chlorpromazine, S.K.F.) 


one of 
the 
fundamental 
drugs 
In 
medicine 


‘Thorazine’ is a valuable therapeutic agent in nearly all fields of medicine 
because of its three fundamental properties: 

* capacity to alleviate anxiety, tension and agitation without dulling 

mental acuity 

e profound antiemetic effect 

e ability to potentiate narcotics and sedatives 
Available: Tablets, Spansule* sustained release capsules, Ampuls, Mul- 
tiple dose vials, Syrup and Suppositories. 


WG) Smith Kline & French Laboratories 


*T.M. Reg. U.S. Pat. Off. 
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deserve 

® 
GE \ RAL capsules—14 VITAMINS AND 11 MINERALS 
Vitamin -Mineral Supplement Lederle For Complete Formula see PDR (Physicians’ Desk Reference), page 689 


LEDERLE LABORATORIES, a Division of AMERICAN CYANAMID COMPANY, Pearl River, New York Cfederle) 
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for prompt and safe control of 


vomiting 


in children 


THORAZINE* Syrup 


and Suppositories 


In the over 1,500,000 children in whom “Thorazine’ 
has been used, jaundice or agranulocytosis has never 
been reported. 


Gi) Smith Kline & French Laboratories 


*T.M. Reg. U.S. Pat. Off. for chlorpromazine, S.K.F. 
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TO PROMOTE 


Resistance tr 


THROUGH 


otal Cow OF THE PATIENT 


six years. When Tyzine Nas 
only in an upright position, 


As with certain other widely used nasal decongestants, overdos- 


Note: 


Susceptibility to the effects of 
stress, physical or psychic, is aggra- 
vated by a poor nutritional state; 
resistance and recovery are pro- 
moted by enhanced nutrition. 
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In repair, use of energy and amino 
acids is increased with concomitant 
increase in demand for vitamins of 
the B complex. In many clinics, 
VITA-FOOD Brewers’ Yeast is a 
routine, a vital aid to total care of 
the patient—emphasized anew as the 
rationally inclusive approach to ideal 
treatment. 


VETA-FOOD Brewers 


Samples and literature available on request 


Vitamin Food Co., Inc., Newark 4, N. J. 


PFIZER LABORATORIES, Division, Chas, Pfizer & Co., Inc. 


Brooklyn 6, 


Nasal Solution, 1-0z. dropper bottle and pint bottle, 0.1%. Nasal Spray, 15 cc., in plastic bottle, 0.1%. 
Science for the world’s well-being 


Pediatric Nasal Drops, 1/2-0z. bottle, 0.05%, with calibrated dropper. 


Nasal patency 
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for prompt and sustained relief from 
severe mental and 


emotional 
stress 


THORAZINE* SPANSULE capsules 


30 mg. 75 mg. 150 mg. 200 mg. 300 mg. 
(if) Smith Kline & French Laboratories 


*T.M. Reg. U.S. Pat. Off. for chlorpromazine, S.K.F. 
TT.M. Reg. U.S. Pat. Off. for sustained release capsules, S.K.F. 
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TAILBY-NASON COMPANY, INC. DOVER, DELAWARE 


distribu HHiciency ... spreads thinly fer evenly 
ibuted therapeutic action and great economy 
benefits lefits .. more effective than eithe 
SUPERTAH S/S (with salicylic acid anc 
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Fostex’ 


e _ treats their 
eeceeacne 


© while they 
wash 


VOLUME 52 


degreases the skin helps remove blackheads’ dries and peels the skin 


...and this is how it works 


Fostex provides essential actions necessary in treating 
acne. It washes off excess oil. It unblocks pores by 
penetrating and softening blackheads. It dries and peels 
the skin, removing papule coverings, thus permitting 
drainage of sebaceous glands. 


Fostex contains Sebulytic®,* a combination of surface- 
active wetting agents with remarkable antiseborrheic, 
keratolytic and antibacterial actions ...enhanced by 
sulfur 2%, salicylic acid 2%, hexachlorophene 1%. 
*sodium lauryl sulfoacetate, sodium alkyl aryl polyether sulfonate and 
sodium dioctyl sulfosuccinate. 

Your patients will like Fostex because it is so simple to 
use. They simply wash acne skin 2 to 4 times a day with 
Fostex, instead of using soap. 


G FOSTEX CREAM ©—YFOSTEX CAKE 


... in 4.5 oz. jars. For thera- ...in bar form. For therapeu- 
peutic washing in the initial tic washing to keep the skin 
phase of oily acne treatment. dry and free of blackheads 
during maintenance therapy. 
Also used in relatively less 
oily acne. 


Write for samples. 


WESTWOOD PHARMACEUTICALS Buffalo 13, New York 
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from intensive research 


Trademark 


MODERN EQUIPMENT 
for the 
MEDICAL PROFESSION 


Nasal 


for children under six years. When Tyzine Nasal Spray 


is administered, it should be held only in an upright position, 


* 


Use Pedia 


ELECTROCARDIOGRAPHY — 
After 10 successful years in 
the manufacture of electro- 
cardiographs, we are proud 
to present the new dual- 
speed EK-lll. The higher 
speed facilitates the study 
of rapid electrocardiographic 
deflections. 


used nasal decongestants, overdos- 
ep in infants and young children: 


OF ALL AGES, 


tHe 


ULTRASOUND — The all-new 
UT-400 provides continuous 
ultrasonic energy or pulsed 
energy where a greater pro- 
portion of mechanical effect 
to thermal is indicated. 


dropper. Each ce. contains 0.5 mg. tetrahydrozoline hydrochloride, 


Pediatric Nasal Drops, 1/2-0z. bottle, 0.05%, with calibrated 
0.2 mg. prednisolone, and 0.6 mg. neomycin (as sulfate). 


DIATHERMY—The Burdick 
line includes the MW-1 Mi- 
crotherm® and the MF-49 
short wave unit. 


INFRARED THERAPY —The 
Zoalite series has become 
the standard of quality and 
performance for the hospi- 
tal, physician’s office and 
home use on prescription. 


ULTRAVIOLET — Burdick hot 
quartz mercury arc lamps 
assure effective treatment 
with a minimum of exposure 
time. 


PFIZER LABORATORIES, Division, Chas, Pfizer & Co., Inc. 


Science for the world’s well-being 
Brooklyn 6, N, 


CARDIAC MONITOR — The 
Telecor monitors the heart 
beat electrically with needle 
electrodes, or mechanically 
through a digital pulse pickup. 


NEW PRODUCT THE BURDICK 


CORPORATION 


ANNOUNCEMENT 


NEW YORK * CHICAGO 
ATLANTA * LOS ANGELES 
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1 mg. tetrahydrozoline hydrochloride, 0.2 mg. prednisolone, 


Nasal Solution, 1/2-0z. dropper bottle, 0.1%. Each cc. contains 
and 0.6 mg. neomycin (as sulfate). 


tetrahydrozoline hydrochloride — prednisolone — neomycin 


Dealers in all principal cities 


H 
beat 
22°33 
i 
b> 
us 


VOLUME 52 SOUTHERN MEDICAL JOURNAL 


dyspepsia 


controls the double trouble... 


E§hyperacidity relieved — In AL-Carom, selected 
antacids act promptly to relieve heartburn, flatulence 
and other distressing symptoms of gastric hyperacidity. 


digestion maintained — AL-CAROID contains 
the proteolytic enzyme — Caroid® — which is not inacti- 
vated by antacids, thus assuring maintenance of protein 
digestion. 


Powder/Tablets Write for samples 


American Ferment Co., Inc. * 1450 Broadway « New York 18, N. Y. 
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re-evaluating tranquilizers? 


READ WHAT CLINICIANS ARE 
NOW SAYING ABOUT ATARAX 


(brand of hydroxyzine) 


74 MARCH 1959 


WORKING ADULTS 
“especially well suited for 
ambulatory patients who must 
work, driveaear, or operate 


ability to decide 
has increased, white the 
“logical response foarnxiety 


“effective in 
controling tension. and 
anxiety, safety makes 
excellent drag for 
out-patient useincifice 


“ATARAX appeared to reduce 
anxiety and restlessness, 
improve Sleep patterns and. 
make the child more amenab!: 
to the development of new 


INVESTIGATORS AGREE ON OPTIMAL ATARAX DOSAGES 


For childhood 10 mg. 3-6 years, one tablet t.i.d. : Supplied: Tablets, bottles 
behavior disorders tablets over 6 years, two tablets t.i.d. ° of 100. Syrup, pint bottles. 
Syrup 3-6 years, one tsp. t.i.d. : Parenteral Solution, 10 cc. 
over 6 years, two tsp. t.i.d. : multiple-dose vials. 


: References: 1. Smigel, J. 0. 


For adult tension 25 mg. one tablet q.i.d. ® et al.: J. Am. Ger. Soc., 
and anxiety tablets * in press. 2. Freedman, A. M.: 
Syrup one tbsp. q.i.d. $ Pediat. Clin. North America 


For severe emotional 100 mg. one tablet t.i.d. . 
disturbances tablets De New York ed. 
58:1684 (May 15) 1958. 
For adult psychiatric Parenteral | 25-50 mg. (1-2 cc.) intramus- ¢ 5. Coirault, M., et al.: Presse 
and emotional Solution cularly, 3-4 times daily, at $ méd. 64: 2239 (Dec. 26) 1956. 
emergencies 4-hour intervals. Dosage for « 6.Bayart, J.: Presented at 
children under 12 not 
established. Denmark. July 22-27" 1956. 
e 
® 


New York 17, N. Y. 
Division, Chas. Pfizer & Co., Inc. 
Science for the World's Well-Being 
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FEVER-COUGH 


MEROL 


MPOUND 


(MEPERIDINE HYDROCHLORIDE) 


AND FOR RELIEF OF MODERATE 
TO SEVERE VISCERAL, NEURAL 
AND SOMATIC PAIN 


DEMEROL APAP 


posaGE: Adult dose is 1 to 2 tablets 
orally, repeated if necessary every 3 
or 4 hours. 


Tablets containing Demerol hydro- 
chloride 50 mg., acetyl-p-aminophe- 
nol 300 mg., bottles of 100. 


FOR PATIENTS DESERVING 
MORE THAN 
ROUTINE ATTENTION 


Triple action of Demerol,® 
APAP and dihydrocodeinone for: 


£ more than routine 
antitussive action 


Cough suppressant action of dihydro- 
codeinone — at least six times as 
potent as codeine but essentially non- 
constipating—enhanced by the bron- 
cho-spasmolytic effects of Demerol. 


more than 
routine analgesia 


Addition of Demerol to 

APAP and dihydroco- 

deinone provides more 
complete relief of mild to moderate 
pain. The mild sedation without 
respiratory depression is widely 
beneficial. 


more than routine 
antipyresis 


APAP—Active metabo- 

lite of phenacetin—pro- 

duces more rapid and 
prolonged fever reduction than aspi- 
rin or APC without gastric irritation 
or hematologic changes. 
AVAILABILITY: stratified green, white and 
pink tablets containing Demerol hydro- 
chloride 25.0 mg., dihydrocodeinone bitar- 
trate 5.0 mg., acetyl-p-aminophenol 150 
mg., bottles of 100. 


DOSAGE: one or two tablets 


another 
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GEORGE A. BREON AND CO. / New York 18, New York ES , 
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AGE: One tablet 3 or 4 times daily for 
rst week; thereafter, not more than 2 to | 
PACKAGED IN BOTTLES OF 50 AND 500 TABLE 
WANPELT & BROWN: INC. Richmond, Virginia’ 
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the 
“thal you new 
cam to You, 


NEOCHOLAN 


Ww poliwing 


intestinal atony 
indigestion 


PITMAN-MOORE COMPANY 
Neocholan® greatly increases the flow of thin, P. O. Box 1656, Indianapolis 6, Indiana 
nonviscid bile and corrects biliary stasis by flush- 
ing the biliary system. It also acts as a smooth 
muscle relaxant, resulting in an unimpeded flow Please send me, without charge, two 
of bile and pancreatic juices into the small intestine. clinical packages of Neocholan. 


Each Neocholan tablet contains: 
Dehydrocholic Acid Compound.. 250 mg. 
Homatropine methylbromide. . . . 
Phenobarbital 


Bottles of 100 tablets. 
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more than tetracycline alone 


BOTH ARE OFTEN NEEDED WHEN 


MYSTECLIN-V CONTAINS 
TETRACYCLINE PHOSPHATE 
COMPLEX FOR A DIRECT 
ATTACK ON 
THE PRIMARY 
INFECTION 


Mysteclin-V strikes 

directly at afl tet- 

racycline sensitive organisms — most 
pathogenic bacteria, certain large virus- 
es, Endamoeba histolytica. It provides 
all benefits of tetracycline in the effec- 
tive phosphate complex form.! Patient 
response is rapid because initial high 
peak blood serum levels may be main- 
tained easily at the antibacterial attack 
level until the infection is conquered. 


BACTERIAL INFECTION OCCURS 


MYSTECLIN-V 


SQUIBB TETRACYCLINE PHOSPHATE COMPLEX (SUMYCIN) AND NYSTATIN (MYCOSTATIN) 


Capsules (250 mg./250,000 wu), bottles of 16 and 100. 
Half-strength Capsules (125 mg./ 125,000 u), bottles of 16 and 100. 
Suspension (125 mg./ 125,000 u per 5 cc.), 2 oz. bottles. 
Pediatric Drops (100 mg./ 100,000 u per cc.), 10 cc. dropper bottles. 


Squibb Quality-the Priceless Ingredient 


a J 


ano ARE SQUIBB TRADEMARKS 


MYSTECLIN-V 
CONTAINS 
MYCOSTATIN 
FOR A SPECIFIC DEFENSE 
AGAINST SECONDARY MON- 
ILIAL SUPERINFECTION 


(Monilia) albicans.2 


References: 1 Crunk, G. A.; Naumann, D. E., and Casson, K. : Antibiotics 
Annual 1957-1958, New York, Medical Encyclopedia Inc. 1958, p. 397 * 

2. Newcomer. V. D.; Wright, E. T., and Sternberg, T. H.. Antibiotics Annual 
1954-1955, New York, Medical Encyclopedia inc., 1955, p. 686. 
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Results with “. . . antacid therapy with DAA are essentially the same as... with 


potent anticholinergic drugs.’ 


| 
Dihydroxy aluminum aminoacetate, N.N.R. 


In recent years, a number of new synthetic anticholiner- 
gic drugs with numerous and varying side effects have 
been investigated for treatment of peptic ulcer. However, 
@ double-blind study conducted recently by Cayer et al 
suggests that the use of such anticholinergic drugs is 
seldom necessary. The authors concluded that “The 
percentage of ‘good to excellent’ results obtained in 


patients on continuous long-term antacid therapy with 
DAA (74%) is essentially the same as that previously 
noted in ulcer patients treated under similar conditions 
with potent anticholinergic drugs alone.” 

The authors’ choice of dihydroxy aluminum amino- 
acetate (DAA) was based on the fact that ‘‘the tablet 
form of DAA (is) more active than a variety of straight 
aluminum hydroxide magmas.” They further commented 
that “Because of the convenience of tablet medication 
as compared with the liquid gel—a convenience which 
in the use of other tablets is gained at the expense of 
therapeutic effectiveness—dihydroxy aluminum amino- 
acetate was used exclusively.” 

Avctyn (dihydroxy aluminum aminoacetate) Tablets 
are supplied in bottles of 100 tablets (0.5 Gm. per tablet). 


BRAYTEN PHARMACEUTICAL COMPANY Chattanooga 9, Tennessee 
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EstTaBLisHep 1916 


App alar hian fiall * Asheville, North Carolina 


An Institution for the diagnosis and treatment of Psychiatric and Neurological illnesses, rest, conva- 
lescence, drug and alcohol habituation. 

Insulin Coma, Insulin Sub-Shock, Electroshock and Psychotherapy are employed. The Institution is 
equipped with complete laboratory facilities including electroencephalography and X-ray. 
Appalachian Hall is located in Asheville, North Carolina, a resort town, which justly claims an all 
around clime for health and comfort. There are ample facilities for classification of patients, rooms 
single or en suite. 

Wm. Ray GRIFFIN, JRr., M.D. Marg A. GriFFIN, M.D. 
Rosrrt A. GriFFIN, M.D. Mark A. GRIFFIN, JR., M.D. 


For rates and further information write APPALACHIAN HALL, AsHEVILLE, N. C. 


. Modern Treatment Facilities @ Psychotherapy Em- 

phasized @ Large Trained Staff @ Individual Attention 

@ Capacity Limited @ Occupational and Hobby 

~~ Therapy @ Supervised Sports @ Religious Services 
Plus... 


Your patients spend many hours daily in healthful out- 


door recreation, reviving normal interests and stimv- 
lating better appetites and stronger bodies . . . all on 
Florida’s Sunny West Coast . 
Rates Include All Services and Accommodations 


A MODERN HOSPITAL FOR Hams, MD. 
EMOTIONAL READJUSTMENT 4ssoc. Medical Director—Watrer H. Jr., M.D. 


Peter J. Spoto, M.D. 


TARPON SPRINGS e FLORIDA 24cx Russ, Jr., M.D. Arturo G. Gonzatez, MD. 
ON THE GULF OF MEXICO SamueL G. M.D 


Water H. Bary, M.D. 
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When the optimum weight is reached— 
the maintenance of desired eating patterns is 
most important. Continuing support by the 
physician is necessary. Here, Obedrin and 
the 60-10-70 Plan can be valuable aids to 
both the physician and patient. 


FORMULA: tablets and capsules 


Semoxydrine® HC]... 5 mg. 
(Methamphetamine HCI) 

Pentobarbital. 20 mg. 

Ascorbic Acid. ........ 100 mg. 

Thiamine Mononitrate .... 0.5 mg. 

1 mg. 

Nicotinic Acid. ........ 5 mg. 


OBEDRIN PROVIDES: 
Methamphetamine for its proven 
anorexigenic and mood-lifting effects. 


Pentobarbital as a balancing agent, 
to guard against excitation. 


Vitamins B, and B, plus niacin to 
supplement the diet. 


Ascorbic acid to aid in the mobilization 
of tissue fluids. 


| Obedrin 
weight control regimen 
4 
Em- 
tion 
bby 
ices 
mu- 
Bist, Tennessee - New York Kansas City - San Francisco THE S.E. COMPANY 


tablets 


or capsules 
a 


Currently, mailings 
will be forwarded only 
at your request. Write 
for 60-10-70 menus, 
weight charts, and 
samples of Obedrin 


DINNER EVENING SNACK 


Obedrin tablets or capsules provide a flexible dosage form 
which may be prescribed to depress the appetite at 
peak hunger periods. 


The pentobarbital content assures control of excess 
central nervous stimulation, and the 60-10-70 Basic Plan 
provides for a balanced food intake with sufficient protein 
and roughage. 


Obedrin is available in tablet and capsule form. 


ADVANTAGES OF OBEDRIN 


@ An effective anorexigenic agent 

@ A flexible dosage form 

@ Minimal central nervous stimulation 
@ Vitamins to supplement the diet 

@ No hazards of impaction 


and the 60-10-70 Basic Plan 


Bristol, Tennessee - New York - Kansas City - San Francisco THE S. E. ASSENGILL COMPANY 


or effective timt [text osage form 
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make ready 


That's the patient with the right form of ready to recover a 


VITERRA on his regimen! This comprehen- 


sive vitamin-mineral formula is ideal in ready to rebuild 


frank nutritional deficiency states (vITERRA 


Therapeutic) or in daily supplementation ready to resist. 


(viteRRA Capsules, viTERRA Tastitabs® and 

VITERRA Pediatric). 

VITERRA Therapeutic: when high poten- 

cies are indicated. 

VITERRA Capsules: 10 vitamins, 11 min- 

erals for balanced daily supplementation. 

Now in a soft, soluble capsule this small ra 
for added patient convenience. 
VITERRA Tastitabs: viterRA the way chil- 

dren like it best. Chew it, swallow it, let 

it melt in the mouth. Dissolve it in liquids, 

or add it to the formula. 

Or prescribe convenient, delicious 

VITERRA Pediatric in the unique new 

Metered-Flow bottle. 

Dosage: usually one capsule or 

Tastitab daily. 

Supplied: capsutes: in 30’s and 100’s. 

TASTITABS: bottles of 100. 

VITERRA PEDIATRIC: 50 cc. bottles. 


New York 17, N. Y. 
Division, Chas. Pfizer & Co., Inc. 
Science for the World’s Well-Being 
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asamal 


to relieve the discomforts of 


Each HASAMAL tablet contains : upper respiratory infections 
Phenobarbital 16.2 mg. (% gr.) 

Acetylsalicylic Acid 162.5 mg. (2% gr.) e relieve pain and tensions 

Acetophenetidin 162.5 mg. (2% gr.) 

Hyoscyamus Alkaloids e reduce fever 

(Equiv. to % gr. Ext. Hyoscyamus) 

Dose: One or 2 tablets, repeated as necessary. e stop excessive nasal secretions 
e without unwanted diaphoresis* 
HASAMAL—Formula above 


HASACODE—Hasamal formula with % gr. Codeine 
Phosphate 


HASACODE “STRONG"—Hasamal formula with % gr. 


Codeine Phosphate 
CHARLES COMPANY, Richmond, Virginia 


(especially important for ambulant patients) 


*original Haskell formulation 
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The discovery by Wilson and Dickinson! at the University of Michigan that dioctyl 


(Ca, 


Caleium Bis-(Dioctyl Sulfosuccinate) 


sodium sulfosuccinate could correct constipation through fecal softening action 
marked a real advance in therapy. In cases of unimpaired bowel motility this new 
physico-chemical principle presented a new means of correcting bowel dysfunction 


without the need of catharsis. 


Continuing research has now led to the development of a new therapeutic surfactant 
with more than double the surfactant effectiveness of the original dioctyl sodium sulfo- 


succinate. 


This new substance, calcium bis-(dioctyl sulfosuccinate), reduces interfacial tension 
to a minimal value at a concentration of only 0.035 per cent. A minimal value of this 
order in dynes per centimeter requires 0.1 per cent or more of the older dioctyl sodium 


sulfosuccinate. 


INTERFACIAL TENSION © 


(Oil-Water Interface)- 


ium Bis-(Dioctyl Sulfosucci 


Dynes/cm. Concentration 
55.0 0.00% 
13.3 0.01% 

9.9 0.02% 
8.4 0.03% 
7.4 0.035% 


DOXICAL 240 mg. SOFT GELATIN 
CAPSULES — for adults, one daily. 


DOXICAL 50 mg. SOFT GELATIN 
CAPSULES — for children and 
adults with minimum needs, 
one to three daily. 


1. Wilson, J. L., and Dickinson, 
D. G.: J.A.M.A. 158 :261-263 


' 
DOSAGE: | 
; (May 28) 1955. 


Improved homogenization of the immis- 
cible lipoid and aqueous phases of the 
intestinal content depends upon maxi- 
mum reduction of interfacial tension. The 
greatest degree of fecal softening is 
achieved with surfactant agents capable 
of reducing interfacial tension to minimal 
values. Calcium bis-(dioctyl sulfosucci- 
nate) represents a markedly more effec- 
tive surfactant agent since maximum sur- 
factancy results from less than half the 
concentration of previously used surfac- 
tants. 


This new chemical, definitely superior 
in surfactant action, is indicated in the 
treatment of chronic constipation where 
non-laxative fecal softening therapy is 
the preferred regimen. 

The usual adult dose is 240 mg. daily. 


For children and adults with minimum — 


needs, 50 to 150 mg. daily may be given. 


DOXICAL 


| LLOYD BROTHERS, INC. | CINCINNATI 3, OHIO. 
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ABMINTHIC 


dithiazanine iodide 


Specifically effective against 
pinworms and four other 
common parasites ... 


Extremely well tolerated in recommended 
dosages. 


Dosage: 200 mg. t.i.d. (children 10 mg. / 
lb., not to exceed 600 mg. per day), for 
5 days in pinworm, giant roundworm 
and whipworm, and 10-14 days in thread- 
worm. If response to first course is 
incomplete, a second course of treatment 
usually controls infection. 

In hookworm—200 mg. t.i.d. and 2 Gm. 
tetrachloroethylene (proportionately 
less of both in children), for 3 days; 
repeat course 10 days later. 

Supply: Abminthic Tablets (200 mg.), 
bottles of 100. 

References: 1. Miller, J.H., et al.: Am. J. Dig. 
Dis. 3:229-231, 1958. 2. Swartzwelder, J. C., et 
al.: A.M.A. Arch. Int. Med. 101:658-61, 1958. 
3. Frye, W. W., et al.: Am. J. Trop. Med. Hyg. 
6:890-893, 1957. 4. Swartzwelder, J. C., et al.: 


J.A.M.A. 165:2063-67, 1957. 
*Trademark 


Pfizer) Science for the world’s well-being 


PFIZER LABORATORIES 

Div. Chas. Pfizer & Co., Ine. 

630 Flushing Avenue, Brooklyn 6 
New York 
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Civil War Centennial Commission by Governor James 
T. Blair. 

Dr. George E. Thoma, St. Louis, Director of the 
Radioisotope Laboratories at the St. Louis University 
School of Medicine, has been named Editor of the 
Journal of the Society of Nuclear Medicine, a ney 
publication. 

Dr. Carl C. Weger, Keytesville, is the new President 
of the Chariton-Macon-Monroe-Randolph — County 
Medical Society along with Dr. H. S. Miller, Macon. 
as Vice-President and Dr. Josephine Baker, Moberly, 
Secretary. 


The Kansas City Southwest Clinical Society has in. 
stalled the following officers: Dr. Richard H. Kiene. 
President-Elect; Dr. Cecil G. Leitch, Vice-President: 
Dr. Gerald L. Miller, Secretary; Dr. T. Reid Jones, 
Treasurer; Dr. M. Donald McFarland, Director of 
Clinics; and Dr. James R. McVay, Jr., Editor of the 
Kansas City Medical Journal. 

Newly elected officers of the Greater Kansas City 
Society of Internists are: Dr. B. Albert Lieberman, Jr. 
President-Elect; Dr. Edwin L. Slentz, Secretary; and 
Dr. James W. Fowler, Treasurer. 

Dr. Robert S. Weinhaus, St. Louis, has been elected 
to Associateship in the American College of Physi- 
cians. 

Dr. Barney W. Finkel, St. Louis, was recently elected 


Continued on page 88 


VAC CINE 


Specific immunizing antigen (chick embryo origin) 
active against various isolated virus strains. Effectively 
prevents or modifies mumps in children and adults. 


LEDERLE LABORATORIES, A Division of 
AMERICAN CYANAMID CO., Pearl River, N.Y. 
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HILL CREST SANITARIUM 
Established in 1925 


FOR NERVOUS AND MENTAL DISEASES 
AND ADDICTION PROBLLEMS 


Out-Patient Clinic and Offices 


James A. Becton, M.D. James Keen Ward, M.D. 
P. O. Box 2896, Woodlawn Station, Birmingham 6, Ala. Phones WO1-1151 and WO 1-1152 


A private psychiatric hospital em- 


EX BLANKINSHIP, M.D., Medical Director 
loying modern diagnostic and treat- 

JOHN R. SAUNDERS, M.D., Assistant 

ment procedures—electro shock, in- Medical Director 

sulin, psychotherapy, occupational THOMAS F. COATES, M.D., Associate 


: ‘AMES K. HALL, JR., M.D., Associate 
and recreational therapy—for nerv J 

i ee CHARLES A. PEACHEE, JR., M.S., Clinical 
and mental disorders and problems of Psychologist 


addiction. R. H. CRYTZER, Administrator 


Brochure of Literature and Views Sent On Request - P.O. Box 1514 - Phone 5-3245 
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tablets - alka capsules 


BUTAZOLIDIN tablets or the Alka cap- 
sules are equally effective but indi- 
vidually adaptable in a wide range of 
arthritic disorders. 

Recent clinical reports continue to 
justify the selection of Butazolidin 
for rapid relief of pain, increased 
mobility, and early resolution of 
inflammation. 

Gouty Arthritis: “...95 per cent of pa- 
tients experienced a satisfactory re- 
sponse..." 

Rheumatoid Arthritis: In “A total of 
215 cases...over half, 50.7 per cent 
showed at least major improvement, 
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phenylbutazone ceicy) 


potent - nonhormonal - anti-inflammatory agent 


with 21.8 per cent showing minor im- 
provement....”2 Osteoarthritis: 301 
cases showed “...a total of 44.5 per 
cent with complete remission or ma- 
jor improvement. Of the remainder, 
28.2 per cent showed minor improve- 
ment....”2 Spondylitis: All patients 
“...experienced initial major improve- 
ment that was maintained throughout 
the period of medication.”* Painful 
Shoulder Syndrome: Response of 70 
patients with various forms showed 
“...8.6 per cent complete remissions, 
47.1 per cent major improvement, 20.0 
per cent minor improvement....”? 


References: 1. Graham, W.: Canad. 
M. A. J. 79:634 (Oct. 15) 1958. © 
2. Robins, H. M.; Lockie, L. M.; Nor- 
cross, B.; Latona, S., and Riordan, 
D. J.: Am. Pract. Digest Treat. 
8:1758, 1957. 3. Kuzell, W. C.; Schaf- 
farzick, R. W.; Naugler, W. E., and 
Champlin, B. M.: New England J. 
Med. 256:388, 1957. 

Availability BUTAZOLIDIN® (phenyl- 
butazone ceicy): Red coated tablets 
of 100 mg. BUTAZOLIDIN® Alka: 
Capsules containing BUTAZOLIDIN® 
(phenylbutazone cercy), 100 mg.; 
dried aluminum hydroxide gel, 
100 mg.; magnesium trisilicate 
150 mg.; homatropine methylbro- 
mide, 1.25 mg. 
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STREPTOKINASE-STREPTOOORNASE 


: LEDERLE LABORATORIES, a Division of AMERICAN CYANAMID COMPANY, 


Pearl River, New York 
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as Missouri State Vice-President of the Mississ’ 


a a 
Valley Medical Society. de 


Dr. LeRoy Sante, Professor of Radiology and Direc. 
tor of the Department, Saint Louis University Schoo} 
of Medicine, received a gold medal award from the 
American College of Radiology at ceremonies held jn 
Chicago last month. Dr. Sante was one of three radi. 
ologists throughout the country unanimously chosen 
for the award by the Board of Chancellors of te 
College. The gold medal award is presented annually 
“for distinguished and extraordinary service to the 
American College of Radiology and to the profession 
for which it stands.” The award will also be prese ated 
posthumously to Dr. C. Edgar Virden, formerly thief 
of the Radiologic Service at St. Joseph’s Hospital, 
Kansas City. 


NORTH CAROLINA 


New officers of the Robeson County Medical Society 
include: President, Dr. R. E. Hooks, Saint Pauls; Vice. 
President, Dr. J. B. Alexander, Lumberton; Secretary 
and Treasurer, Dr. D. E. Ward, Jr., Lumberton; and 
Delegates, Dr. D. E. Ward, Jr., and Dr. T. H. Mees, 
Lumberton. 


New promotions in the Duke University School of 
Medicine, Durham, are: Dr. E. Harvey Estes from As- 
sistant Professor to Associate Professor of Medicine; 
and Dr. Sarah J. Dent from Associate in Anesthesiol- 
ogy to Assistant Professor of Anesthesiology. 

The interns, fellows, and residents of the North 
Carolina Baptist Hospital have organized as a chapter 
of the Bowman Gray Medical Alumni Associatien. 
Officers elected were Dr. Joseph Whitley, President; 
Dr. William Hudson, Vice-President; and Dr. Robert 
Couch, Secretary-Treasurer. Dr. David Cayer, Professor 
of Internal Medicine, was named by the group as its 
faculty liaison committeeman. 

Dr. Cornelius T. Partrick, University of North Caro- 
lina, Chapel Hill, has been awarded a one year Mead 
Johnson Residency Scholarship. 


SOUTH CAROLINA 


Dr. Julian P. Price, Florence, has been named by 
Surgeon General LeRoy E. Burney of the Public 
Health Service as a member of his consultant group 
in medical education. 


Dr. Joseph P. Cain, Mullins, has been appointed by 
the Governor to fill the term of Dr. Frank Martin as 
a member of the Board of Trustees of the Medical 
College of South Carolina. 

Dr. Robert Wilson, Charleston, was elected Vice- 
President of the St. Andrews Society at its recent 
meeting in Charleston. 

Dr. Eleanor W. Townsend, Columbia, has been ap- 
pointed Acting Director of the Laboratory of the State 
Board of Health. Dr. Townsend has been Clinical 
Pathologist in the Board of Health’s Laboratory since 
March, 1956, spending a considerable part of her time 
in the development of the virology service. 

Drs. S. D. Campbell, James Leland Anderson, R. M. 


Continued on page 92 
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tastes 
200d 


the straws just symbol- 
ize the good flavor! And 

DIMETANE EXPECTORANT 

for cough is as effec- 
tive as it is delicious. 
FORMULA: each 5 cc. (1 

teaspoonful) contains: 
DIMETANE (Parabrom- 
dylamine Maleate) 2.0 

mg.; Glyceryl Guaiaco- 
late 100.0 mg.; Phenyl- 
ephrine Hydrochloride, 
USP 5.0 mg.; Phenyl- 
propanolamine. Hydro- 
chloride, NNR 5.0 mg.; 
Alcohol 3.5% in a good- 
tasting aromatic base. 


16 fl.oz. 


DIMETANE® 


} Each 5 cc. (1 teaspoonful) contains: 
Parabromdylamine Maleate 2.0 mg. 
» Phenylephrine HC! 5.0 mg 


Phenylpropanolamine HCl 5.0 mg. 
Glyceryl Guaiacolate 100.0 mg. 
Alcohol 3.5 per cent 
In a palatable aromatic base 
CAUTION 
Federal law prohibits dispensing 
without prescription 
Average Dose 
Adults— 

1 to 2 teaspoonfuls four times a day 
Children— 

One half to 1 teaspoonful three 
or four times a day. 


A.H. ROBINS CO. Inc. 
«RICHMOND, VIRGINIA 


works 
better 


combines the unsur- 
passed antihistamine 

Dimetane with the clin- 
ically proven expecto- 
rant glyceryl guaiacol- 
ate (which increases 

R.T.Ealmost 200%) and 

two recognized decon- 
gestants. When addition- 
al cough suppressant 
action is indicated, pre- 
scribe DIMETANE EXPEC- 
TORANT-DC, which pro- 
vides the basic formula 
with dihydrocodeinone 
bitartrate 1.8 mg. per 
5 cc. (exempt narcotic). 


DimetaneExpectorant & 
DimetaneExpectorantDC 


(With Dihydrocodeinone Bitartrate 1.8 mg./5cc.) 
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SAINT ALBANS 
RADFORD, VIRGINIA 
STAFF 
DanieEL D. Cures, M.D. Clinical Psychology: 
Clinical Director Tuomas C. Camp, Ph.D, 
James K. Morrow, M.D. ArTIE L. SturcEon, Ph.D 
Ciara K. Dickinson, M.D. J. M.D. Don PHILLIPS 
WittuaM D. Keck, M.D. Internist (Consultant) Administrator p 
Affiliated Clinics: 
Beckley Mental Health Center 4, 
Bluefield Mental Health Center 20714 McCreery St. 
525 Bland St., Bluefield, W. Va. —_— W. Va. A 
David M. Wayne, M.D. 2. 


“HIGHLY 
SELECTIVE 
ACTION” 


‘*,.effective as a euphoriant...and as an energizing agent 
against weakness, fatigue, adynamia and akinesia... 
potent action against sialorrhea, diaphoresis, oculogyria, 
and blepharospasm... also lessens rigidity and tremor... 
minimal side reactions . . . safe... even in cases compli- Riker 
*Trademark of Brocades-Stheeman & cated by glaucoma.” 
LS. Patent No. 2.567.351. Doshay, L. J., and Constable, K.: J.A.M.A. 163:1352 (Apr. 13) 1957. seectadll 


q 

4 3. 

i 

— 

| 

is P 

a 

i 


COSA-TETRA 


proven in research 
1. Highest tetracycline serum levels*? 
"2. Most consistently elevated serum levels’ 
) 03. Safe physiologic potentiation with a natural human metabolite’ 


in practice 


4. Rapid clinical response* 56 
Unexcelied tolerat ion***” 8 


capsules = oral suspensi 


orange-flavored, | 


Commie T.; 
A M. L.; Sedlis, A.; Bamfi 
1958, 8. Harris, Hs Clin, Rev, 1:15. (J1 


Trademark for glucosamin -potentiated tetracycline 


~ A - 
| 
REFERENCES: 1. Cartozzi, M.: Ant. Med. & Clin. Therapy 5:146 (Feb.) 1958, 2. Welch, H.; Wright, 
4 W.W., and Staffa, A. W.: Ant. Med. & Clin. herapy 5:52 (Jan.) 1958. 3. Wal Dent. Med. 
» (April) 1958, 5, Nathan, L. A.: Arch. Pediat. 
1 Barsky, S.: Ant. Med.eé Clin. Therapy 5:328 
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“ LEDERLE LABORATORIES, a Division of AMERICAN CYANAMID COMPANY, 
Pearl River, New York 


Continued from page 88 


Pollitzer, C. O. Bates, R. Emmett Houston, . 
Thomas Brockman, Greenville, have been awarded 5 
year pins by the South Carolina Medical Association, 


TENNESSEE 


Dr. James Spencer Speed, a member of the staff of 
the University of Tennessee College of Medicine since 
1926, and head of the Department of Orthopedic Sur. 
gery since 1941, has resigned his administrative duties 
but will continue as Professor in the Department. Dr. 
Speed’s position as Head of the Department will he 
taken by Dr. Harold B. Boyd. Dr. Boyd also was ad. 
vanced from Associate Professor to Professor. 

The National Institute of Neurological Disease and 
Blindness of the United States Public Health Service 
has awarded the University of Tennessee College of 
Medicine a million dollar research grant for a five. 
year study on the prevention of brain damage. Dr. 
James G. Hughes, Professor of Pediatrics, will be the 
principal investigator and Dr. Phil C. Schreier, Pro. 
fessor of Obstetrics and Gynecology, will be ¢o- 
investigator. 

The Memphis Thoracic Society has elected the fol. 
lowing officers for 1959: Dr. Francis H. Cole, Presi- 
dent; Dr. John C. King, Vice-President; and Dr. Glenn 
I. Horton, Secretary-Treasurer. 

New officers of the Memphis Chapter of the Acad- 
emy of General Practice include: Dr. J. E. Holmes, 


Continued on page 94 


TUCKER HOSPITAL, INC. 


212 West Franklin St. 
RICHMOND, VIRGINIA 


A private hospital for diagnosis and 
treatment of psychiatric and neurologi- 
cal patients. Hospital and out-patient 


services. 


(Organic diseases of the nervous system, psych- 
neuroses, psychosomatic disorders, mood disturb- 
ances, social adjustment problems, involutional 
reactions and selective psychotic and alcoholic 
problems.) 


Dr. Howarp R. Masters Dr. James ASA SHIELD 
Dr. Weir M. Tucker Dr. Gzorce S. Futtz, Jr. 
Dr. Ametia G. Woop Dr. Ropert K. WILLIAMS 
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running noses 


and open stuffed noses orally 


with TRIAMINIC, the oral nasal decongestant 


e in nasal and paranasal congestion 
in sinusitis 
¢ in postnasal drip 


e in allergic reactions of the upper respiratory tract 


safer and more effective than topical medication 


Relief with Triaminic is 
prompt and prolonged 
because of this special 
timed-release action... 
beneficial effect starts in 
minutes, lasts for hours. 


e reaches all respiratory membranes systemically 
e avoids ‘‘nose drop addiction” 
* presents no problem of rebound congestion 


e provides longer-lasting relief 


Each TRIAMINIC Tablet provides: 
Phenylpropanolamine HCl. . . 
dissolves within minutes Pheniramine maleate 
to produce 3 to 4 hours Pyrilami leat 
yrilamine maleate 


firsi—the outer layer 


a One-half of this formula is in the outer 
then—the inner core layer, the other half is in the core. 
pegrgnscspcad, sd’ Dosage: One tablet in the morning, mid- 
to 4 more hours of relief 
— afternoon and in the evening, if needed. 


Triaminic 


Also available: For the occasional patient who requires only half dosage: timed-release 
TriAMINic JuvELETS. Each Juvelet is equivalent to % of a Triaminic Tablet. 

For those patients who prefer liquid medication: Triaminic Syrup. Each 5 ml. tsp. of 
this palatable syrup is equivalent to 14 of a Triaminic Tablet. 


SMITH-DORSEY « a division of The Wander Company « Lincoln, Nebraska « Peterborough, Canada 
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OF CHIL- 
Tyzine Nasal Spray is ad- 


ht position. 


NASAL DECONGESTANT 
ANTI-INFLAMMATORY 
ANTI-ALLERGiC 

Nasal Drops (0.05% 


it should be held only in an uprig' 


Note: As with certain other widely used nasal deconges- 
tants, overdosage may cause drowsiness or deep sleep in 


infants and young children: KEEP OUT OF HANDS 


DREN OF ALL AGES, Use Pediatric 
children under six years. When 


ministered, 


ing 


well-be 


PFIZER LABORATORIES, Division, Chas. Pfizer & Co., Inc. 


Brooklyn 6, N. Y. 


for the world’s 


cience 


tetrahydrozoline hydrochloride — prednisolone 
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President-Elect; Dr. Jack Armstrong, Vice-President: 
and Dr. J. H. Ijams, Secretary-Treasurer. 


TEXAS 


Dr. J. B. Cummins, Fort Worth, the nation’s oldest 
practicing physician, died December 31, 1958, as a re. 
sult of injuries sustained in a fall. The venerable 
physician who had passed his 100th birthday, was 
honored by the Southern Medical Association during 
the New Orleans meeting. (See Southern Medical 
Journal, January, 1959, pages 113-117.) Dr. Cummins 
had practiced 62 years. 

The Houston Neurological Society will hold its 
Seventh Annual Scientific Symposium Meeting March 
12, 13 and 14, 1959. The meeting will be held in the 
auditorium of the Jesse Jones Library Building in the 
Texas Medical Center, Houston, Texas, with registra 
tion beginning at 8:00 A.M. March 12. The annual 
banquet will be at 6:45 P.M. March 13 in the Emerald 
Room of the Shamrock-Hilton Hotel, with Dr. Charles 
Pomerat, Professor of Cytology, University of Texas 
Medical Branch, Galveston, as guest speaker. 

Dr. Henry D. Garrett, El Paso, has been elected 
Secretary-Treasurer of the Southwestern Dermatologi- 
cal Society. 

Dr. Hugh E. Wilson III, Chairman of the Division 
of Cardiac and Thoracic Surgery and Assistant Profes- 
sor of Surgery at the University of Texas Southwest. 
crn Medical School, Dallas, has been selected one of 
America’s Ten Outstanding Young Men of 1958 by the 
United States Junior Chamber of Commerce. 

New officers of the Texas chapter of the American 
Academy of General Practice are: President-Elect, Dr. 
FE Sinks McLarty, Galveston; Treasurer, Dr. L. W. 
Johnson, Houston; and Vice-President, Dr. J. M. Par- 
tain, San Antonio. 

Dr. ‘W. O. Russell, Houston, has been appointed as 
a representative of the College of American Patholo- 
gists on a Joint Committee on Cancer Staging and End 
Results Reporting. 


VIRGINIA 


Dr. William T. Sanger, Richmond, has been re. 
elected to the Executive Committee of the National 
Society for Crippled Children and Adults. He will con- 
tinue as President Emeritus of the Society and as 
Chairman of the Easter Seal Research Foundation 
Board of Trustees. 

A portrait of Dr. Cullen Pitt was recently presented 
to the University of Richmond on behalf of the alumni 
and alumnae and other friends by Representative J. 
Vaughan Gary. Dr. Pitt has retired as University 
physician after 44 years of service. 

Dr. Charles E. Horton, Norfolk, was elected Presi 
dent of the Seaboard Medical Association at its annual 
meeting held in Elizabeth City, North Carolina. Dr. 
Robert L. Payne, Jr., Norfolk, was elected as one of 
the Vice-Presidents. 

Dr. C. S. King has been elected Chief of Staff of the 
Lynchburg General Hospital. Others elected include 
Dr. Joseph Platt, Chief of Surgical Services; Dr. F.N. 
Buck, Jr., Vice-Chief of Staff; and Dr. Powell Dillard. 
Jr.. Secretary. 
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New revitalizing tonic 


brightens 
the second halt of life! 


Asense of frustration and inadequacy, faulty nutrition, waning 
gonadal function—RITONIC meets all these problems of middle age and 
senile let-down. The unique combination of RITALIN, the 

safe central stimulant, with a balanced complement of vitamins, calcium, 
and hormones acts to renew vitality, re-establish hormonal 

and anabolic benefits, and improve nutritional status. 


“We found Ritonic to be a safe, effective geriatric 
supplement ...”! “Patients reported an increase in 
alertness, vitality and sense of well being.’ 


PRESCRIBE RITONIC 


for your geriatric patients, your middle-aged patients and your postmenopausal patients. 


Each Ritonic Capsule contains: 


Ritalin® hydrochloride 5 mg. 
methyltestosterone 1.25 mg. 
ethinyl estradiol 5 micrograms 
thiamin (vitamin B,) 5 mg. 
riboflavin (vitamin B:) 1mg. 
pyridoxin (vitamin B.) 2 mg. 
vitamin B,2 activity 2 micrograms 
nicotinamide 25 mg. 


dicalcium phosphate 250 mg. 


Dosage: One Ritonic Capsule in mid-morning and one in mid-afternoon. 
Supplied: Ritonic CAPSULES; bottles of 100. 


References: 1. Natenshon, A. L.: J. Am. Geriatrics Soc. 6:534 (July) 1958. 
2. Bachrach, S.: To be published. 


RITALIN® hydrochloride (methylphenidate hydrochloride CIBA) 
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Question: 

Why do so many physicians prefer 
Cafergot and Cafergot P-B for 
migraine and other recurrent 
throbbing headaches? 


Answers: 
By leading clinicians, quoted from 
their published investigations. 


“The highest percent- 

age (83%) of patients 

with symptomatic 

relief is obtained by 

early and adequate 

administration of 

ergotamine and caf- 

' feine (Cafergot), alone 

* or combined with anti- 

spasmodics and/or sedatives (Cafergot 

P-B).” (Friedman, A. P.: J.A.M.A. 
163: 1111, March 30, 1957.) 


“For those patients 
in whom nausea and 
vomiting occur so 
early in the attack 
that oral medication 
cannot be used, rectal 
administration is 
sometimes a simple 
and effective solution. 
Cafergot supposi- 
tories...and Cafergot P-B supposi- 
tories...are useful additions to the 
armamentarium.” (MacNeal, P. S., et 
al.: Management of the Patient with 
Headache, 1957.) 


MEDICAL “The tablets [Cafer- 

ANNALS _ g0t P-B] were espe- 

cially useful when the 

headaches were ac- 

companied by nerv- 

ous tension and 

gastrointestinal up- 

set....Cafergot P-B 

Tablets constitute an 

important addition to the treatment of 

vascular headache.” (Blumenthal, L. S., 

and Fuchs, M.: Med. Annals District of 
Columbia 26:175, April 1957.) 


“Symptomatic treat- 
ment is essentially 
one of pharmacother- § 

apy, and the best 

results have been 

obtained with the use 

of ergotamine deriva- 

tives, notably a com- 

pound of ergotamine 

and caffeine (Cafergot).” (Friedman, 
A. P., von Storch, T. J. C., Merritt, 
H. H.: Neurology 4:773, Oct. 1954.) 
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first choice 
for migraine 

and other recurrent, 
throbbing headaches 


CAFERGOT 


CAFERGOT TABLETS 

ergotamine tartrate 1 mg., caffeine 100 mg. 
Dosage: 2 at first signs of attack; if needed, 

1 additional tab. every % hour until relieved 
(max. 6 per attack). 

CAFERGOT SUPPOSITORIES 

ergotamine tartrate 2 mg., caffeine 100 mg. 
Dosage: 1 as early as possible in attack; 

second in one hour, if needed (max. 2 per attack). 


When the headache is associated with nervous 
tension and G.I. disturbance 

CAFERGOT P-B TABLETS 

ergotamine tartrate 1 mg., caffeine 100 mg., 
Bellafoline 0.125 mg., pentobarbital sodium 30 mg. 
Dosage: same as Cafergot Tablets. 

CAFERGOT P-B SUPPOSITORIES 

ergotamine tartrate 2 mg., caffeine 100 mg., 
Bellafoline 0.25 mg., pentobarbital sodium 60 mg. 
Dosage: same as Cafergot Suppositories. 
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ILOSONE™ assures a decisive response 
in common bacterial infections 


Parenteral potency —The graph 
above shows that Ilosone provides anti- 
bacterial serum levels comparable to 
those obtained with intramuscular anti- 
biotic administration. 


Parenteral certainty—In more than 
a thousand determinations, in hundreds 
of patients studied, Ilosone has never 
failed to provide significant antibac- 
terial levels in the serum. 

The usual dosage for adults and chil- 


llosone™ (propiony! erythromycin ester, Lilly) 


ELI LILLY AND COMPANY 


INDIANAPOLIS 6, 


dren over fifty pounds is 250 mg. every 
six hours, but doses of 500 mg. or more 
may be administered safely every six 
hours in more severe infections. For 
optimum effect, administer on an empty 
stomach. Supplied in Pulvules of 250 
mg. (For children under fifty pounds, 
a 125-mg. Pulvule is also available.) 


1. Antibiotic Med. & Clin. Therapy, 5:609, 1958. 
2. Data from Antibiotics Annual, p. 269, 1954- 
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to salvage the failing pregnancy... 


ix OR LUTI iw : clinically effective 


(norethindrone, Parke-Davis) 


progestational therapy by mouth 


Efficacy of NORLUTIN in threatened and habitual abortion 


Control Group Study Group 
(Treated with (Treated with 


bed rest and NORLUTIN) 
mild sedation) 


Total number of pregnancies 297 45 


Number of pregnancies salvaged 46 19 


Percentage of pregnancies salvaged 15.5% 42.2% 
Adapted from Hodgkinson et al.* 


indications tor NORLUTIN: Conditions involving deficiency of proges- 
terone, such as primary and secondary amenorrhea, menstrual irregularity, 
functional uterine bleeding, endocrine infertility, habitual abortion, threat- 
ened abortion, premenstrual tension, and dysmenorrhea. 

packaging: 5-mg. scored tablets, bottles of 30. | 
*Hodgkinson, C. P; Igna, E. J., & Bukeavich, A. B: Ann. New York Acad. Sc. 71:753, 1958. ae 
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